Persons using assistive technology may not be able to fully access information in this file. For assistance, e-mail biolincc@imsweb.com. Include the Web site and filename in your message.

A Case Control Etiologic Study of Sarcoidosis
ACCESS

PROCEDURES MANUAL
VOLUME |

FEBRUARY 1999

NOTICE Prepared by:

Clinical Trials & Surveys Corp. (C-TASC)
The Village of Cross Keys

350 West Quadrangle

Baltimore, Maryland 21210

The contents of this Procedures Manual
are confidential and are not to be cited or
discussed except with individuals to whom
it has been distributed on behalf of the
ACCESS Steering Committee.




ACCESS PROCEDURES MANUAL - VOLUME 1

TABLE OF CONTENTS

CHAPTER PAGE
PREFACE P-1
1 RECRUITMENT PROCEDURES AND INFORMATION FLOW CHARTS
11 Introduction 1-1
1.2 Inclusion/Exclusion Criteria and Confirmation of Eligibility of Cases 1-1
13 Inclusion/Exclusion Criteria of Controls 1-3
14 Recruiting Cases 1-3
141 Overview 1-3
142 Medical Record Review 14
1.4.3 Preliminary Interview 14
144 Final Determination of Eligibility for Cases 1-5
145 Ineligibility 1-6
15 Recruiting Controls 1-6
151 General Procedures for Recruiting Controls 1-6
15.2 RDD (Random Digit Dialing) Interview Group 1-7
153 Clinical Center Screening of Potential Controls 1-7
154 Preliminary Telephone Interview 1-8
155 Clinic, Home or Workplace Visit 1-8
15.6 Ineligibility 1-8
Figure 1-1 ACCESS Information Flow for Cases 1-10
Figure 1-2 ACCESS Information Flow for RDD (Random Digit Dialing) Controls 1-12
Exhibit 1-1 Model Letter for Potential Controls 1-13
2 ORIENTATION AND CONSENT
2.1 Introduction 2-1
2.2 Preparation of Consent Forms 2-1
2.3 Obtaining Consent for Cases and Controls 2-2
2.3.1 Sarcoidosis Case Orientation 2-2
2.3.2 Orientation of Controls 2-4
24 Sample Informed Consent Forms 2-4



ACCESS PROCEDURES MANUAL - VOLUME 1

TABLE OF CONTENTS (Continued)

CHAPTER PAGE
2.5  Affected Relatives 2-5
Exhibit 2-1A  Consent Form for Patients with Sarcoidosis - In Use Through 2-6
September 1997
Exhibit 2-1B  Consent Form for Patients with Sarcoidosis - In Use Beginning 2-12
October 1997
Exhibit 2-2 Consent Form for Random Digit Dialing Controls 2-17
Exhibit 2-3 Consent Form for Use of Cells and Fluid Rinsed from the Lungs 2-21
Exhibit 2-4 Letter to Relative to Request Information for ACCESS 2-25
Exhibit 2-5 Affected Relative Reminder Letter (Sent to Case or Control) 2-27
3 DIAGNOSIS AND ASSESSMENT PROCEDURES
31 Introduction 3-1
3.2 Diagnosis of Sarcoidosis 3-1
3.3 Pathology 3-2
3.4 Chest X-ray 3-5
3.4.1 Procurement of a Chest X-ray 3-5
3.4.2 Characteristics of X-rays to be Evaluated 3-6
3.4.3 Quality Control Plan 3-7
35 Spirometry 3-8
3.6 Sarcoidosis Assessment System 3-9
Table 3-1A Multi-organ Involvement in Patients with Biopsy-Confirmed 3-10
Sarcoidosis: Used Beginning November 1996
Table 3-1B Criteria for Organ Involvement in Patients with Biopsy-Confirmed 3-13
Sarcoidosis Common Involvement Used Beginning April 1998
Table 3-2A Disease Categories of Cases Used Beginning November 1996 3-16
Table 3-2B Disease Categories of Cases Used Beginning September 1997 3-18
Exhibit 3-1 ACCESS Spirometry Manual 3-20



ACCESS PROCEDURES MANUAL - VOLUME 1

TABLE OF CONTENTS (Continued)

CHAPTER PAGE
4 SCHEDULE AND DESCRIPTION OF CASE AND CONTROL EVALUATIONS
4.1 Introduction 4-1
4.2 Etiology Study 4-1
4.3 Clinical Course Study 4-3
Table 4-1 ACCESS Study Forms and Data and Specimen Collection 4-5
Table 4-2 Procedures and Forms Required at Two-Year Follow-up Visit 4-7
Figure 4-1 Clinical Course Study: Schedule for Sarcoidosis Subject Assessment  4-8
5 GUIDELINES FOR THERAPY OF SARCOIDOSIS
51 Introduction 5-1
5.2 Indications for Treatment of Pulmonary Sarcoidosis 5-1
5.3 Extrathoracic Sarcoidosis (Significant Organ Dysfunction or Threatening Organ 5-2
Failure)
54 Medications 5-2
6 BIOLOGICAL SPECIMENS
6.1 Overview 6-1
6.2 Blood Sample Collection 6-1
6.2.1 Phlebotomy 6-1
6.2.2 Processing Blood Samples 6-2
6.3 Kveim Biopsies 6-3
6.4 Bronchoalveolar Lavage Specimens 6-3
6.5 Labeling of Biological Specimens 6-7
6.5.1 Blood Samples 6-8
6.5.2 Bronchoalveolar Lavage (BAL) Fluid and Slides 6-8
6.5.3 Pathology and Kveim Slides 6-9
Figure 6-1 Biological Specimen Processing 6-10
Exhibit 6-1 Kveim Skin Test Documents 6-11
Exhibit 6-2 Sample ACCESS Label Sheets - Blood Specimens 6-13



ACCESS PROCEDURES MANUAL - VOLUME 1

TABLE OF CONTENTS (Continued)

CHAPTER PAGE
Exhibit 6-3 Sample ACCESS Label Sheets - BAL Fluid and Slides 6-14
Exhibit 6-4 Sample ACCESS Label for Pathology and Kveim Slides 6-15
7 CLINICAL CENTER PROCEDURES
7.1 Introduction 7-1
7.2 Materials Sent from the Clinical Coordinating Center 7-1
7.3 Case/control Selection and Enrollment 7-1
7.3.1 Case Selection 7-2
7.3.2 Initial Interviews with Potential New Cases 7-2
7.3.3 Control Selection 7-3
7.4 Baseline Evaluation and Interview 7-4
74.1 Baseline Evaluation for Cases 7-4
7.4.2 Baseline Evaluation for Controls 7-5
7.5 Telephone Contacts and Follow-up Evaluation for Cases 7-5
7.6 Completing and Reviewing Study Forms 7-6
7.7 Edit Statements 7-8
7.7.1 Types of Problems Listed on Edit Statements 7-9
7.7.2  Format of Edit Statements 7-10
7.7.3 Specific Procedures for Correcting Edit Statements 7-11
7.8 Procedures For Using The Automated Telephone Response System (ATRS) 7-11
7.9 Quality Control 7-12
7.9.1  Audits 7-12
7.9.2 Data Entry Comparisons 7-12
7.10 Other Duties of the Research Coordinator 7-13
7.10.1  Supply Orders 7-13
7.10.2 Certification of Clinical Center Staff 7-13
7.10.3 Other Procedures 7-13
Exhibit 7-1 Sample Edit Query 7-15
Exhibit 7-2 Form Requisition Sheet for Clinical Center Use 7-17



ACCESS PROCEDURES MANUAL - VOLUME 1

TABLE OF CONTENTS (Continued)

CHAPTER PAGE
8 CLINICAL COORDINATING CENTER PROCEDURES
8.1 Introduction 8-1
8.2 Objectives of the Clinical Coordinating Center 8-1
8.3 Organization of Meetings and Conference Calls 8-2
8.4 Data Collection and Storage 8-2
84.1  ACCESS Procedures Manual 8-2
8.4.2 Data from the Clinical Centers 8-3
8.4.3 Data from the Core and Special Study Laboratories 8-3
8.4.4 Storage System for Study Reports, Minutes and Important Documents 8-4
8.4.5 Biopsy Specimens 8-4
8.4.6 Chest X-Rays 8-4
8.5 Clinic Monitoring and Communications 8-4
8.5.1 Certification 8-5
8.5.2 Automated Telephone Response System (ATRS) 8-5
8.5.3 Recruitment Reports 8-5
8.6 Data Management and Maintenance 8-5
8.6.1 Data Management Staff 8-6
8.6.2 Form Editing 8-6
8.6.3 Protocol Adherence Aids from Data Management System 8-7
8.7 Data Analyses 8-7
8.8 Data Reporting 8-7
8.9 Patient Privacy, Confidentiality of Data, and Data Security 8-7
8.10 Quality Control 8-8
8.10.1 Quality Assurance of Clinical Center Data 8-8
8.10.2 Quality Assurance of Information Stored in Computer Database 8-10
8.10.3 Performance Reports 8-11
8.10.4  Site (or Audit) Visits 8-12
8.10.5 Quality Control for Core and Special Study Laboratories 8-13
8.10.6 Quality Control of the CCC 8-14



ACCESS PROCEDURES MANUAL - VOLUME 1

TABLE OF CONTENTS (Continued)

CHAPTER PAGE
8.11 Clinical Coordinating Center Contacts 8-16
9 PROCEDURES FOR IDENTIFICATION AND ENROLLMENT OF CONTROLS
9.1 Introduction 9-1
9.2 Procedures for Initiating Search for Potential Control 9-1
9.21 Generation of Telephone Lists 9-1
9.2.2 Use of ZIP Code to Generate Additional Telephone Numbers 9-3
9.3 Identification of Potential Controls by the RDD Interview Group 9-4
94 Clinical Center Procedures for Contacting and Enrolling Potential Controls 9-6
Figure 9-1 Overview of Procedures for Identification and Enrollment of Controls 9-8
Exhibit 9-1 Sample Telephone Batch Request 9-9
Exhibit 9-2 Sample Notification of Case Enrollment 9-10
Exhibit 9-3 Model Telephone Interview Script 9-12
Exhibit 9-4 ACCESS Potential Control Notification 9-15
10 TRAINING AND CERTIFICATION PROCEDURES
10.1 Introduction 10-1
10.2 Clinical Center Certification 10-1
10.2.1  Spirometry Laboratory 10-2
10.3 Certification of Individual ACCESS Staff Members 10-2
10.3.1 Research Coordinator / Interviewer 10-2
10.3.2 Physical Examination Physician 10-3
10.3.3 Data Entry Personnel 10-3
10.3.4 ATRS Staff 104
10.4 Responsibilities of the Clinical Coordinating Center in Training and Certification 10-4
Exhibit 10-1  Request for Clinical Center Certification for Participation in ACCESS 10-6
(Form 120)
Exhibit 10-2  Request for Certification, ACCESS Spirometry Laboratory (Form 103)  10-8



ACCESS PROCEDURES MANUAL - VOLUME 1

TABLE OF CONTENTS (Continued)

CHAPTER PAGE
Exhibit 10-3  Request for Certification ACCESS Research Coordinator/Interviewer 10-9
(Form 101)
Exhibit 10-4  Request for Certification, ACCESS Physician (Form 102) 10-10
Exhibit 10-5  Request for Certification, ACCESS ATRS Staff (Form 104) 10-11
Appendix A Conflict of Interest Statement for ACCESS Investigators 10-12
11 STATISTICAL CONSIDERATIONS
11.1 Introduction 11-1
11.2  Statistical Considerations - Case Control Study 11-2
11.21 Power 11-2
11.2.2  Significance Levels 11-3
11.2.3 Analysis Plans for Unmatched Cases at the End of the Study 11-3
11.3 Statistical Considerations - Clinical Course Study 11-4
11.3.1 Power 114
11.3.2 Significance Levels 11-4
11.4 Data Analysis for the Case Control Study 114
11.4.1  Introduction 11-4
11.4.2 Matched Pair Analyses 11-5
11.4.3 Subgroups 11-6
11.5 Data Analysis for the Clinical Course Study 11-7
Exhibit 11-1  ACCESS Data Analysis Working Groups 11-8
Exhibit 11-2  Sample of Univariate Analysis - Discrete Variables 11-9
Exhibit 11-3  Sample of Univariate Analysis - Continuous Variables 11-10
REFERENCES R-1
GLOSSARY A-1



ACCESS Procedures Manual - Volume 1
P-1

A Case Control Etiologic Study of Sarcoidosis

PROCEDURES MANUAL
VOLUME |

PREFACE

The ACCESS Procedures Manual consists of four volumes:
Volume | Clinical Center, Clinical Coordinating Center, and RDD (Random Digit
Dialing) Interview Group Activities;

Volume Il ACCESS Forms and Detailed Instructions for ACCESS Forms;

Volume llI Data Management Procedures for Clinical Centers; and

Volume IV Core and Special Study Laboratory Procedures.

These volumes provide a detailed description of study methods, definitions and procedures
used in data collection in each Clinical Center and each Core and Special Study Laboratory.
Volume is intended to provide clear and explicit instructions on how to perform each aspect of the
required study examinations including recruitment procedures for cases and controls; providing
orientation and obtaining informed consent; obtaining and preparing blood and other biological
specimens; performing pulmonary function testing; and completing study forms and responding
to edit queries from the Clinical Coordinating Center. The introduction of each chapter in Volume
| provides an overview of the content of the chapter. Volume Il, Part A contains copies of study
forms and Part B contains the detailed instructions for administering and completing the ACCESS
forms. Volume Il contains the detailed instructions for the Clinical Center data management
system and Volume IV contains the detailed methods for each approved Core and Special Study
Laboratory.

The goal in ACCESS is to recruit 720 cases with sarcoidosis and 720 controls. Each
control is identified by random digit dialing and is matched to a case on the basis of age, gender,

and ethnic origin. The cases will be recruited in the interval November 1996 through April 30, 1999,
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and the matched control for each case is to be recruited within two months of the case or by June
30, 1999. The primary investigation is the study of etiology comparing the characteristics of 720
patients with sarcoidosis representing both men and women, white and minority race/ethnicity and
the spectrum of disease severity with the characteristics of 720 controls matched on age, gender
and race/ethnicity and who are recruited through random digit dialing to represent the general
population. A prospective cohort study of the first 252 cases (goal was 240 cases) enrolled in the
case control study is designed to define categories of outcome, which may be related to the
etiology of sarcoidosis, and to describe the clinical course of sarcoidosis.

Ten Clinical Centers, located at major medical centers / hospitals in the United States, are
responsible for screening and recruitment of eligible sarcoidosis cases and recruitment of matched
controls. The RDD (Random Digit Dialing) Interview Group is responsible for telephoning
households in the local community of the case to identify an individual who is the same age (within
+ 5 years), gender, and ethnic origin as the case and who is willing to participate in ACCESS as
a matched control. The ACCESS Clinical Coordinating Center is responsible for monitoring the
Clinical Centers’ progress in enrolling cases and controls into the study. The Clinical Coordinating
Center is also responsible for monitoring the collection of required data for cases and controls, and
developing and maintaining the Clinical Center and Clinical Coordinating Center data management
systems for entering, editing and storing study data. The Clinical Coordinating Center plays a key

role in preparing data analyses to meet study goals.
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CHAPTER 1

RECRUITMENT PROCEDURES AND INFORMATION FLOW CHARTS

11 INTRODUCTION

The inclusion/exclusion criteria for cases as well as the procedures to confirm the diagnosis
of sarcoidosis are defined in this chapter. The inclusion/exclusion criteria of the controls, who are
selected by means of random digit dialing, are also defined. The procedures for screening and

enrolling both cases and controls are described.

1.2 INCLUSION/EXCLUSION CRITERIA AND CONFIRMATION OF ELIGIBILITY OF
CASES

Only newly diagnosed cases of sarcoidosis with tissue confirmation of granuloma and a
clinical course compatible with sarcoidosis, that is, a systemic granulomatosis of unknown
etiology, are eligible for ACCESS (see Chapter 3 for additional information). Newly diagnosed
cases are of interest for accuracy and consistency of recall. A newly diagnosed case is defined
as a patient who has tissue confirmation of granuloma less than six months prior to entry into the
study. The date of the biopsy that confirms the presence of sarcoidosis is defined as the date of
diagnosis.

The Kveim test may be used to confirm a diagnosis of sarcoidosis in patients with Léfgren’s
Syndrome (defined by the presence of erythema nodosum), if no other tissue is obtained for
biopsy. See Chapters 3 and 6 for the standardized procedures for the use of the Kveim agent.

Patients with chronic beryllium disease are excluded from the study. Potential cases whose
occupational histories indicate possible beryllium exposure are excluded from the study unless
both blood and bronchoalveolar lavage proliferation studies indicate a negative response to
beryllium. Fungal lung disease and tuberculosis must be ruled out. Acid-fast bacillus (AFB) and

fungal cultures are performed on all available tissue (exclusive of Kveim biopsy) and slides
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appropriately stained for all patients screened for eligibility. In patients undergoing bronchoscopy,
bronchial washings or lavage are also obtained specifically for fungal and AFB cultures as clinically
indicated. Potential cases who live in areas where histoplasmosis is endemic or who have risk
factors for tuberculosis must have appropriate tests performed on tissue specimens (cultures of
biopsy specimens required) to exclude tuberculosis and fungal infections (especially
histoplasmosis). In particular, adequate samples should be cultured if possible. At a minimum,
slides of tissue are stained for mycobacteria and fungi. Fungal serology and measures of H.
capsulatum antigen are not expected to contribute to the diagnosis and are not used in ascertaining
case eligibility. The pathology slides for cases enrolled after September 1997 are reviewed under
polarized light to determine whether birefringent material is present. The slides for cases enrolled
prior to September 1997 are reviewed for presence of birefringent materials if the slides are
available or can be retrieved.

At the time of enrollment into the study, patients are categorized according to their clinical
condition at the time of initial diagnosis (i.e., the date of biopsy confirmation). Table 3-2A outlines
the disease categories that were used to describe cases beginning November 1996. An additional
revised classification system was used beginning September 1997 and is given in Table 3-2B. the
purpose of revising the disease categories was to encourage use of information on facets of the
clinical presentation of sarcoidosis that were not readily appreciated in the initial, hierarchical
classification of disease categories. This information is used to assess the spectrum of clinical
sarcoidosis presentations represented among the ACCESS cases. Initially, cases are recruited
at each participating Clinical Center without regard to the proportion in each category. If cases are
identified from more than one patient source (e.g., different clinics or practices) within the Clinical
Center, efforts are made to enroll every patient from each patient source over the period of the
study year. Clinical Coordinating Center staff review the distribution of enrolled cases periodically
to ensure that appropriate proportions of cases in each category are enrolled by the end of the

recruitment period. Assessment occurs after each 150 incident cases have been enrolled in the
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study. Based on these analyses, Clinical Centers may be required to adjust the proportion of
cases recruited for each category.

Only individuals 18 years of age or older may be enrolled. Cases must be competent to
sign consent forms for study participation and must be willing to participate for the length of the
study (two-year follow-up for the cases enrolled in the Clinical Course Study* and baseline
evaluation only for the remaining cases). Potential cases may be excluded if there is evidence that
they may not comply with all study requirements. Only cases who can respond directly to the
guestions being asked on the study forms are eligible for inclusion in the study.

13 INCLUSION/EXCLUSION CRITERIA OF CONTROLS

Population-based controls are identified through random digit dialing of an unbiased
clustered random sample of households with telephones. Controls are matched to cases on age
(no more than five years older or younger), gender, and self-designated race (black, white, other).

Potential controls with a past history of sarcoidosis, chronic beryllium disease, fungal
disease treated with systemic chemotherapy, granulomatous hepatitis, primary biliary cirrhosis,
Bell's palsy, undiagnosed uveitis, Crohn’s disease and erythema nodosum of unknown etiology are
excluded from the study.

Only individuals 18 years of age or older are enrolled. Controls must be competent to sign
consent forms for study participation. Potential controls are excluded if there is evidence that they
may not comply with all study requirements. Only controls who can respond directly to the
guestions on the study forms are eligible for inclusion in the study.

14 RECRUITING CASES
14.1 Overview

Cases may be recruited from a variety of clinical settings including inpatient, hospital-based

outpatient, and non-hospital-based outpatient facilities. A patient brochure is available for

distribution to cases who have an interest in participating in ACCESS. The Principal Investigator

*The first 252 cases (goal was 240 cases) were enrolled in the Clinical Course Study.
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of each Clinical Center defined, in advance of initiating case and control recruitment, the
geographic area from which the center recruits cases (and controls) for the study. Permission to
contact patients identified in a clinical setting must be obtained initially from the attending physician
of record, in advance of study enrollment. If cases are identified from more than one patient source
(e.g., different clinics or practices) within the Clinical Center, efforts are made to enroll every patient
from each patient source during each year of recruitment.

All newly diagnosed cases should be considered for enrollment and listed on the Screening
Log for Cases. Each case listed on this Screening Log should be assigned an ID (identification)
number. Completion of the Screening Log for Cases was discontinued in October 1997. A
summary of the procedures to be followed to document the eligibility of a case is depicted in Figure
1-1 and described below.
1.4.2 Medical Record Review

Once a newly diagnosed potential case is identified, the medical records are reviewed to
determine if he/she satisfies the inclusion and exclusion criteria for ACCESS. If the patient is found
to be ineligible upon review of the medical record, this information should be coded on the
Screening Log for Cases, and the patient should be designated as ineligible. As indicated above,
completion of the Screening Log for Cases was discontinued in October 1997.
1.4.3 Preliminary Interview

If the information on the medical record does not exclude the patient, the potential case
should be contacted by telephone, or in person if he/she is still at the Clinical Center. When
contactis made, the interviewer should identify himself/herself and state the purpose of ACCESS.
The interviewer briefly describes the information and specimens that will be collected from the
patient, and the costs to the patient that are defrayed by the study. If the patient expresses interest
in ACCESS, a visit is scheduled unless the case is in the Clinical Center for this interview. At the
time of the clinic visit, the informed consent should be signed by the patient and witnessed. Upon

completion of this task, the interviewer can begin to interview the patient for ACCESS information.
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Specifically, the interviewer completes Form 01 (Participant Information Sheet) and Form 02
(Confirmation of Eligibility - Cases) in this session. As part of the interview, the staff member
confirms that a biopsy specimen is being collected for the study (a previous biopsy is acceptable)
and the biopsy specimens are sent for pathological examination. As part of the examination, a
request is made to screen the slides for tuberculosis and histoplasmosis. Once this information
has been collected, the Case Registration Worksheet (Form 03) is completed and the Automated
Telephone Response System (ATRS) is called to register the potential case (see Chapter 7).
1.4.4 Final Determination of Eligibility for Cases

Upon receipt of the tissue pathology results, the final determination of eligibility for ACCESS
is complete. If the patient has a diagnosis of sarcoidosis and does not have pathological evidence
of tuberculosis, histoplasmosis, or other fungal infection, the patient is eligible to be enrolled in
ACCESS. If the pathology interpretation is designated as a possible or probable diagnosis of
sarcoidosis, the slides are sent to the Clinical Coordinating Center (CCC) where they are sent for
an outside review by another pathologist participating in ACCESS. If the second review is positive,
the patient is eligible for participation in ACCESS, if the second review is negative, probable or
possible, the patient is ineligible to participate in ACCESS unless the Principal Investigator
determines the tissue sample sent for review was inadequate for the pathology diagnosis to be
made. If it is considered adequate, the patient is ineligible to participate in ACCESS; if it is not,
another specimen should be obtained and submitted for pathology review. If a second sample is
submitted for review, the CCC staff must be notified so that the next set of pathology forms are
accepted into the database. Procedures for pathology review of the second specimen are the
same as for the first specimen.

If the biopsy confirms the diagnosis of sarcoidosis, the patient is contacted and asked if
he/she is willing to participate in ACCESS and a clinic visit is scheduled to complete the baseline

evaluation.
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At the beginning of the clinic visit scheduled for completion of the baseline evaluation, the
Research Coordinator confirms that the patient is eligible and that the informed consent for
participation in the study and follow-up, if that is appropriate, has been signed. The Form 04 Case
Enroliment / Non-Enrollment - ATRS) is completed and the ATRS called to register the case as
enrolled. The baseline evaluation is completed as described in Chapter 4.

1.45 Ineligibility

At any point during the course of documenting that the case is eligible, the case may decide
not to participate in the study, or exclusion criteria may be discovered that precludes the potential
case’s participation in ACCESS. If the potential case was registered on the ATRS, Form 04
(Case Enroliment / Non-Enrollment Worksheet - ATRS) is completed to confirm that the potential
case was not enrolled and the ATRS called to declare the case ineligible. Prior to October 1997,
the Screening Log for Cases was completed indicating the applicable reasons for the final
determination that the potential case was ineligible for their consideration.

15 RECRUITING CONTROLS
15.1 General Procedures for Recruiting Controls

Prior to beginning recruitment of ACCESS controls, staff responsible for contacting the
controls after they are identified by the RDD Interview Group should familiarize themselves with the
Protocol so that they can quickly respond to any questions the potential control may have
concerning ACCESS. Once a potential control has been identified by the RDD Interview Group,
it is important to make contact with the control quickly (within two days is preferable, but for all
controls the period between identification and Clinical Center contact should not be more than
seven days).

A summary of the procedures for enrolling RDD controls is depicted in Figure 1-2 and

described below.
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1.5.2 RDD (Random Digit Dialing) Interview Group

The process of recruiting a matched control for a case begins after the demographic data
and telephone number of the enrolled ACCESS case are entered into the ATRS. Once the location
of the case is identified (by the area code), Clinical Coordinating Center staff request a list of 200
telephone numbers from a subcontractor (Survey Sampling, Inc.) The process of generating these
numbers is described in Chapter 9.

The RDD Interview Group identifies potential controls by systematically dialing the numbers
on the telephone list and asking the respondents if there is a person at that number of a specified
age, gender, and race who would be willing to participate in ACCESS (see Chapter 9 for the
procedures and script that are used during the calls). If an individual is identified, the name and
number of the individual is sent to the Clinical Center (with a copy to the Clinical Coordinating
Center) by facsimile transmission. If the RDD Interview Group does not identify a suitable control
by calling all numbers in a batch, another batch (or batches) of numbers is generated as needed.
1.5.3 Clinical Center Screening of Potential Controls

Once Clinical Center staff have been notified by the RDD interview group that a potential
control has been identified, Clinical Center staff attempt to call the potential control as soon as
possible and a letter (on university letterhead) is sent to the patient thanking them for their interest
in ACCESS. It is very important that the subsequent follow-up call to the patient is done quickly
(preferably within two days of the RDD notification) and that the letter is sent promptly (see Exhibit
1-1 for model letter).

The Screening Log for Controls is used to chart progress in contacting and recruiting
potential controls for ACCESS. Each potential control identified by the RDD Interview Group is
assigned an ID (identification) number and listed on this Screening Log. Anytime that a potential
control is determined to be ineligible, an entry is made in this Screening Log for Controls to record
why the control was ineligible. All reasons for the ineligibility are listed on the Screening Log for

Controls, not just the first reason encountered.
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1.5.4 Preliminary Telephone Interview

The potential control is contacted by telephone as soon as possible after receiving
notification from the RDD Interview Group. When contact is made, the interviewer should identify
himself/herself and state the purpose of ACCESS. The interviewer should verify that the potential
control matches the case for age (+ 5 years), gender, and self-designated race (white, black,
other). The interviewer gives the potential control a brief description of the information and
specimens that will be collected from the individual, and the costs to the individual that will be
defrayed by the study. If the control expresses interestin ACCESS, a visit is scheduled so that the
informed consent can be signed by the control and witnessed. The information collected is
recorded on Form 05 (Confirmation of Eligibility - Controls).
1.5.5 Clinic, Home or Workplace Visit

If the control agrees to participate in the study and presents for evaluation, the Research
Coordinator confirms that the individual satisfies the inclusion and exclusion criteria for ACCESS
and obtains consent if the control is eligible. The Research Coordinator completes the Form 01
(Participant Information) and Form 05 (Confirmation of Eligibility - Controls) for all eligible controls.
As noted previously, race is self-designated and this question must be asked of the potential
control. For all controls who sign the consent form, Form 06 (Control Status Worksheet) is
completed and the ATRS called to confirm that a matched control has been enrolled. The baseline
evaluation may then be completed at this visit. Itis recommended that the interview for the control
be in the same location as the interview for the case.
1.5.6 Ineligibility

At any point during the course of establishing that the control is eligible, the control may
decide not to participate in the study, or exclusion criteria may be discovered that will preclude the
potential control’'s participation in ACCESS. Form 06 (Control Status Worksheet) is completed and

the ATRS called to report the control was ineligible and the reason(s) the control was ineligible
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recorded on the Screening Log for Controls. The CCC then contacts the RDD Interview Group to

identify a new potential control as described in Section 1.5.2 and Chapter 9.



ACCESS Procedures Manual - Volume 1
1-10
FIGURE 1-1
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FIGURE 1-1 (Continued)
ACCESS INFORMATION FLOW FOR CASES
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Cases*

9

Enrolled
Begin data collection

9

Adequate Tissue

9
Yes

Not Enrolled

*Screening Log for Cases not completed beginning October 1997.
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ACCESS INFORMATION FLOW FOR RDD (RANDOM DIGIT DIALING) CONTROLS

Potential Control
Identified by RDD Interview Group
Assign ID Number
Begin Screening Log for Controls
Send Letter

A

Telephone Contact
Obtain verbal consent
Begin Form 05 - Confirmation of Eligibility
(Contraols)

A A
Eligible Not Eligible

Clinic/Home/Workplace visit scheduled
within two weeks of notification by RDD
Interview Group

Control Form 06 - Control Status (ATRS)
Call ATRS
Complete and Enter Screening Log for

Controls
A A
Clinic/Home/Workplace Visit
Obtain Informed Consent Not Enrolled
Complete Form 01
Complete Form 05 - Confirmation of
Eligibility (Controls)
Enter Form 05
I
A A
Eligible Not Eligible

Begin data collection

Complete Form 06 - Control Status (ATRS)
Call ATRS

Complete and Enter Screening Log for
Controls

Complete Form 06 - Control Status (ATRS)
Call ATRS

Complete and Enter Screening Log for
Controls

A

Enrolled

Enter Form 09 (Faxed from ATRS)

Not Enrolled
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EXHIBIT 1-1
MODEL LETTER FOR POTENTIAL CONTROLS
Thank you for your interest in joining the University of in our effort to help the

National Institutes of Health learn the cause of sarcoidosis. You will be one of 720 people from
communities across the United States to join the study to answer the research questions and
provide a blood sample. We will compare your answers to questions concerning your health and
experiences (work history, hobbies, family history) and your blood tests to answer and test results
from patients with sarcoidosis to learn what differences may explain their health problems. You will
be paid $___to cover your travel and other efforts upon completion of the visit. You were contacted
through a random survey of telephone numbers in our region.

Within the next few days one of the study research staff (or name) from the University of
_____will contact you in order to set up an appointment. The appointment will take about two hours
of your time. We are including with this letter some additional information about the study for your
interest. If you have any questions about this study, please feel free to call me (or name) at

. When you talk to the staff at my office, say you are calling about ACCESS; that is

the study name. One of the doctors who works with me or | (or We) will be sure to speak with you
as soon as we can.
I am grateful that you are willing as a member of the community to help us learn more to
improve the health of our neighbors.
Sincerely,

, M.D.

Principal Investigator

Clinic Coordinator
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CHAPTER 2

ORIENTATION AND CONSENT

2.1 INTRODUCTION

Each case and control enrolled in ACCESS must agree to participate in the study after
receiving orientation and signing a consent form. The summary of information to be provided to
each case and to each control concerning the study, the goals and objectives of the study, and the
procedures to be performed as part of the study are reviewed in this chapter. Drafts of consent
forms have also been prepared for use in the Clinical Centers and are included as exhibits.

2.2 PREPARATION OF CONSENT FORMS
Sample consent forms (see Exhibits 2-1A, 2-1B, 2-2 and 2-3) have been prepared for use

by each of the ACCESS sites. These forms include:

1. Consent form for cases with sarcoidosis;

2. Consent form for random digit dialing (RDD) controls; and

3. Consent form for obtaining bronchoalveolar lavage fluid during fiber optic
bronchoscopy.

Clinical Center Investigators may revise the sample consent forms to make them suitable
for their particular institutions; fundamental requirements of consent must be included in all revised
forms. The text of each consent form must be comprehensible to persons at an eighth grade
reading level. Clinical Center consent forms should be sent to the Clinical Coordinating Center for
review and approval by the Executive Committee. Recruitment of cases and controls can beginin
a Clinical Center only after formal approval has been received from the local Institutional Review
Board (IRB). The original written approval from the IRB should be kept at each Clinical Center, and
a copy should be sent to the Clinical Coordinating Center. Confirmation that the local IRB reviewed
the study each year after initial approval and approved continuation of the study should also be

submitted to the Clinical Coordinating Center.
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2.3 OBTAINING CONSENT FROM CASES AND CONTROLS

Informed consent must be obtained from each case and from each control using the
appropriate consent form. Consent should be obtained by the Principal Investigator, a Co-
Investigator, or the Research Coordinator after the nature of the study has been described to the
case or the control.

Each consent form must be signed and dated by one of the above individuals from the
Clinical Center, by the case or control, and by a witness to the signatures. Ideally, the witness
should not be associated with the study in a way that presents any conflict of interest. Each case
or control must check off a block in the consent form either giving or denying permission for use of
blood specimens for studies unrelated to sarcoidosis. Specimen collection may not be performed
before consent is given.

The original consent form should be kept in the case’s study folder or hospital chart at the
Clinical Center. A copy should be placed in the case’s hospital or office chart. If the original consent
form is kept in the hospital chart, a good quality copy of the form must be kept in the case’s study
folder.

Cases in whom fiber optic bronchoscopy is performed to obtain tissue for a histologic
diagnosis of sarcoidosis are potential candidates for providing brochoalveolar lavage fluid obtained
during the procedure. Each case who agrees to the collection of brochoalveolar lavage specimens
for ACCESS should sign the appropriate consent form. The consent is generally signed before a
specific diagnosis has been made and before the case has been formally recruited into the study.
2.3.1 Sarcoidosis Case Orientation

Sarcoidosis patients are informed that this is a research study intended to investigate
possible causes and risk factors for sarcoidosis. They are told that the study involves collecting
information and biologic samples from patients with sarcoidosis. Information is collected by

guestionnaire, and blood samples are collected.
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Sarcoidosis patients enrolled in the study have an evaluation performed to assess the extent
and severity of their sarcoidosis. The evaluation includes a physical examination, chest X-ray, and
pulmonary function testing (before and after bronchodilator administration, if clinically indicated).
Sarcoidosis patients are informed that this study involves comparing information obtained from them
with information that is obtained from control individuals who are matched to them in terms of age,
gender, and ethnic origin.

Sarcoidosis patients are informed that enrollment in this study does not involve alteration of
their care or their treatment as determined by their usual physician(s). Sarcoidosis patients are
recruited for this study only if their usual physicians agree. There are no costs to the patient orto
any insurance carrier for any part of the evaluation performed solely for the study and not otherwise
part of usual care of patients with sarcoidosis. However, testing that is usually done as part of the
care of patients with sarcoidosis is billed according to the usual method of clinical billing. For
example, charges for bronchoscopy and transbronchial biopsy or lymph node biopsy and
pathological examinations to establish the diagnosis of sarcoidosis remain the patient's
responsibility. Patients who have erythema nodosum may be diagnosed with Kveim agent under
an Investigational New Drug (IND) Application exemption issued by the U. S. Food and Drug
Administration (FDA). The use of Kveim agent requires separate orientation and consent (see
Chapter 3 and Chapter 6).

The first 252 sarcoidosis patients (cases) enrolled were informed that the research center
will maintain contact by telephone or by mail at intervals of approximately six months. This contact
is primarily to ensure accurate and updated information about the patient’s address and telephone
number. These sarcoidosis patients were informed that they are asked to return for a follow-up
evaluation two years after their entry into the study. This evaluation (described in detail in Chapter
4) includes an interview with completion of a questionnaire, a physical examination, a chest X-ray,
blood tests, and pulmonary function tests (before and after bronchodilator administration, if clinically

indicated).
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Patients are informed that they will be reimbursed for their expenses to participate in the
study. The amount varies among Clinical Centers and depends upon whether or not the individual
has to make a special trip to the Clinical Center. Each individual receives a minimum of $25 for
ACCESS-related expenses.

Bronchoscopy and transbronchial biopsy are frequently used procedures in the diagnosis
of sarcoidosis. Bronchoalveolar lavage is a routine part of the procedures to obtain specimens for
culture and other laboratory analysis. Residual specimens are routinely stored in freezers as part
of usual clinical practice by the ACCESS Investigators. Patients with sarcoidosis who enroll in
ACCESS are requested to give permission for the central storage and use for research purposes
of their residual bronchoalveolar lavage specimens.

2.3.2 Orientation of Controls

Controls are informed of the nature of the study and the method by which they were invited
to participate. Potential controls are informed that random digit dialing methods are used to identify
individuals with age, gender, and race matching those of a particular patient with sarcoidosis within
the same telephone exchange.

Controls are informed that their participation in the study involves an interview with
completion of a questionnaire and collection of a blood sample. There are no other procedures, and
no follow-up is planned. Controls are informed that they will be reimbursed for their expenses to
participate in the study. The amount varies among Clinical Centers and depends upon whether or
not the individual has to make a special trip to the Clinical Center. Each individual receives a
minimum of $25 for ACCESS-related expenses.

2.4 SAMPLE INFORMED CONSENT FORMS

The following model consent forms are included in Exhibits 2-1 through 2-3. Exhibit 2-1A
is the model consent form for patients with sarcoidosis; this form includes a description of the
Clinical Course Study Follow-up and was used through September 1997. Exhibit 2-1B is the model

consent form for cases in use since October 1997.
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Page
1. Consent form for patients with sarcoidosis in use through
September 1997 2-6

2. Consent form for patients with sarcoidosis in use beginning

October 1997 2-12
3. Consent form for random digit dialing controls 2-17
4. Consent form for use of cells and fluid rinsed from the lungs 2-21

2.5 AFFECTED RELATIVES

If a case or control indicates that a first degree relative (parent, sibling or child) over 18 years
of age has sarcoidosis, that case or control is asked to assist the ACCESS Investigators to obtain
confirmation of the relative’s diagnosis. The case or control is provided with a letter and return
postcard to send to the relative (see Exhibit 2-4). ACCESS Investigators contact the relative only
if the relative first contacts them (by telephone, return postcard or in person) to give permission for
the inquires planned. Once arelative has contacted the ACCESS Investigators, inquires are made
with the relative to determine the extent to which a diagnosis of sarcoidosis has been documented.
If medical records describing sarcoidosis exist (e.g., a hospital chart with a bronchoscopy and
biopsy recorded), ACCESS Investigators request the relative’s permission to obtain a copy of the
relevant parts to document whether or not sarcoidosis was diagnosed. If a possibly affected relative
does not contact the Clinical Center, the Clinical Center staff may send a letter to the enrolled case
or control asking for assistance in reminding the relative of the opportunity to provide information for

ACCESS (see Exhibit 2.5).



ACCESS Procedures Manual - Volume 1
2-6

EXHIBIT 2-1A

CONSENT FORM FOR PATIENTS WITH SARCOIDOSIS
In Use Through September 1997

PURPOSE OF STUDY: The ACCESS Study (A Case Control Etiologic Study of Sarcoidosis) is a research
project of the National Institutes of Health. Sarcoidosis is a chronic disease that often involves the lungs. The
cause of sarcoidosis is unknown. This study will compare facts about patients with sarcoidosis (cases) and
people without sarcoidosis (controls) to learn what causes the disease. Ten clinic research centers are in this
study.

HOW CASES ARE CHOSEN: Your doctors have recently said that you have sarcoidosis. We are asking
patients with newly found sarcoidosis to join this study. Your doctor has given your name to this research
team. Your doctor knows that we are asking you if you want to volunteer to be part of the study.

The ten clinics will enroll a total of 720 cases for the study. Also, 720 people without sarcoidosis will enroll in
the study as controls. Data and blood samples will be collected from the controls to compare with the data
and blood samples from patients with sarcoidosis.

WHAT TO EXPECT: There are five parts of this study. Firstis an interview to record medical, environmental,
and family history. Second is a physical examination by a doctor on the research team. Third, clinic staff will
take a sample of your blood. Fourth, clinic staff will perform or review the results of tests that are part of usual
care for sarcoidosis. Fifth, clinic staff will contact you every six months for two years and see you in the clinic
two years after you join the study.

1. Interview - We will ask you detailed questions about yourself, your medical history, your family, and possible
exposures. The interview will take between one and two hours. The interview will be tape recorded. The taping
is being done so we can check that we have written down without errors your answers to our questions. We
will erase each tape six months after we record it. Only study staff will use these tapes. You may not be able
to answer all our questions at first. We may call you so you can give answers later.

2. Physical examination - A doctor on the research team will conduct a routine physical for you. This physical
will not include a rectal examination. In women, the physical will not include breast or gynecologic examination
(a pelvic or “internal” examination).

3. Blood sample - Study staff will take a blood sample of about three ounces (less than one-half cup) from a
vein in your arm. This amount of blood is about one-fifth of the amount that is usually taken when someone
donates blood. Part of this sample will be used at the present time; part will be frozen and stored for studies
to be planned in the future. The portion of the blood that is frozen will be stored at a central laboratory for the
National Institutes of Health. Blood samples will be handled in a manner that protects your privacy.

We will use some of the blood sample to look for gene differences that may play a part in sarcoidosis. Part
of the frozen sample will be used in the future for more studies of genes. The genes we want to study may
come from you or may have reached your blood from a virus, bacterium, or fungus. If you agree now, doctors
in other approved studies may use the frozen samples at a later date for studies of diseases other than
sarcoidosis. Your agreement or refusal to use the sample in other studies will not affect its use for current or
future studies of sarcoidosis. The study will not be giving cases or controls individual results of gene tests.

10/7/96
Initials
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EXHIBIT 2-1A (Continued)
CONSENT FORM FOR PATIENTS WITH SARCOIDOSIS
In Use Through September 1997

Please mark the consent you give for study of your blood and the genes in your blood (check one):

9 for this sarcoidosis study only.
9 for this sarcoidosis study and for other medical research projects.

4. Other tests that are part of the routine care of patients with sarcoidosis - Patients with sarcoidosis usually
have several other tests that are part of their care. If one of your usual doctors has done these tests, we will
use the results to judge the extent and severity of your sarcoidosis. We will repeat some tests for the study,
but there will be no charge to you. If one of your usual doctors has not already done these tests, we will do
them as part of your routine care, and you or your insurance provider will be charged. The research team as
well as your usual doctor(s) can use these results.

These tests include breathing tests, chest X-ray, and blood tests.

a. Breathing tests (pulmonary function tests) - Breathing tests are a standard method for finding out
how much impact sarcoidosis has on your lungs. If not yet done, your breathing tests will be done
as part of the testing that patients with sarcoidosis should have. If your own doctor has already
done these tests, we will repeat them in the study center so that the breathing tests will be done
in the same way for all study patients. If these are repeats of the breathing tests done by your
own doctor in the last six months, there will be no charge either to you or to your insurance
provider.

As part of the breathing tests, we will give you a standard bronchodilator to inhale if they could
change the results. Then part of the test will be done again. This allows us to find out whether
there is any change in your breathing after treatment to open your airways. The treatment is
commonly used for this purpose as part of breathing tests.

b. Chest X-ray - A chest X-ray should be part of the testing for any patient with sarcoidosis.

c. Blood tests - Several blood tests (blood cell counts, tests of liver and kidney function, and a
calcium level) are usually done in patients with sarcoidosis. If your usual doctor has already done
these tests, the research team will not repeat them. If they have not been done, we will perform
them on some of the blood from your vein.

5. Follow-up - You will be contacted every six months for two years after you enter the study (either by phone
or by mail) so that we will know about any changes in your address or phone number.

A follow-up interview, shorter than the first interview, will be done two years after your entry into the study.
During this interview, study staff will ask you about your health. A chest X-ray and breathing tests will also be
done as part of your care if they were not done again by your usual doctor(s). If they were done, we will repeat
them in the study center to compare with your first tests here. If the testing at the study center is not part of
your routine care, there will be no charge either to you or to your insurance provider.

RISKS AND DISCOMFORTS: The tests done as part of this study are all thought to be safe. There may be
some discomfort from the needle used to take a blood sample. A skilled technician, nurse, or doctor will take
the blood sample. There is practically no risk of infection. Only sterile, disposable materials are used. In the
unlikely event that during the examinations you should require medical care, first aid will be available.

10/7/96
Initials
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EXHIBIT 2-1A (Continued)
CONSENT FORM FOR PATIENTS WITH SARCOIDOSIS
In Use Through September 1997

There are no physical risks from the questions. However, the interview is long. You may find that it is tiring.
There are some questions about your feelings. You may find that these questions make you feel anxious for
a short time.

BENEFITS: There is no direct benefit to you from joining this study. We will give your doctor results of
standard blood tests, breathing tests, and chest X-rays. These may be useful for the doctor taking care of you.
We will tell your doctor and write a letter about anything urgent for your health care that we find.

This study may help us learn the causes and risk factors for sarcoidosis. So, there may be benefit in the
future to you and to other people who have sarcoidosis now or later. We will send a brief account of the study
findings to you at the end of the study.

YOUR CHOICES AND CARE: Your part in this study is purely voluntary and will not affect your care. You
may refuse to join the study. You may leave the study at any time. If you do not become part of the study or
if you leave it, doing so will not harm your present or future care at this hospital or clinic.

The study will not provide any treatment for your sarcoidosis. The study will not change the treatment provided
by your primary doctor(s).

COST/PAYMENT: We will reimburse you $xx** to cover your expenses in the study. The study will pay for
any testing for the study that is beyond the usual standard of care for sarcoidosis. Neither you nor your
insurance carrier will be responsible for these costs. The research study will not pay for tests that would
usually be part of your care (some listed in section 4 above) if you were not in the study. Either you or your
insurance carrier is responsible for the costs of tests that are part of the standard care of patients with
sarcoidosis.

No funds are in the study for you to stay overnight in the hospital. We can make no payment from the research
study for testing or treatment between now and the time of the two-year follow-up. At the time of follow-up, the
study will pay for any testing for the study that would not be part of the usual care of your sarcoidosis. The
study will not pay for other testing that would usually be part of the care of patients with sarcoidosis.

CONFIDENTIALITY: In this study, only the research staff at the clinic where you are being studied will know
your name. Facts about you that we store in the study computer will include your initials, age, gender, weight,
and height. Reports from this study will not identify you personally. Your personal medical records, answers
to questions, and tape recordings are private. Stored blood samples will be identified only by code numbers
that cannot be traced back to you by anyone outside of the study. Study staff will not give private information
to anyone outside the study except to comply with legal demands (such as a court subpoena). At the end of
the study, we will make a computer tape of the study results for future use. It will not include any facts that
could identify you directly. We may give facts to the National Institutes of Health, but your name will not be
among those facts.

The records collected in this study will be subject to the Privacy Act. Records collected in this study can be
obtained pursuant to a written request by, or with the prior consent of, the individual to whom the record
pertains. The request should be made in writing to the Privacy Act Coordinator, NHLBI, NIH, Building 31, Room
5A10, 9000 Rockville Pike, Bethesda, MD 20892. Records will not be disclosed to any person or agency,
unless the individual to whom the record pertains provides a written request or prior consent, except as
disclosure of the record fits the criteria described in Section 3(b) of 5 U.S.C. 552a, The Privacy Act of 1974 or
in the Privacy Act System Notice 0925-0126 -- Clinical Research: National Heart, Lung, and

**To be supplied by each Clinical Center

10/7/96
Initials
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EXHIBIT 2-1A (Continued)
CONSENT FORM FOR PATIENTS WITH SARCOIDOSIS
In Use Through September 1997

Blood Institute Epidemiological and Biometric Studies, HHS/NIH/NHLBI. In order to safeguard the records, only
authorized users will have access to the records, the records will be maintained in offices that are locked when
not in use, and access is strictly controlled. Robert A. Musson, Project Officer for the “A Case Control
Etiologic Study of Sarcoidosis,” will be responsible for monitoring contractor compliance with the Privacy Act.
Except for the data tape that will not contain personal identifiers (e.g., name, social security number),
contractor records pertinent to this study will be destroyed by shredding or burning within six years and three
months after final payment under the contract, as described in NIH Manual Chapter 1743, Appendix 1 --
“Keeping and Destroying Records.”

10/7/96
Initials
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EXHIBIT 2-1A (Continued)
A Case Control Etiologic Study of Sarcoidosis (ACCESS)
INFORMED CONSENT FORM
| have explained to , the nature and purpose of ACCESS and
such risks as are involved. | have asked if any questions have arisen about ACCESS and have

given answers to these questions to the best of my ability.

Investigator's Signature Date

| have been informed about the ACCESS study, with its possible benefits, risks and outcomes. | know that |
am free to ask any questions. If | have questions about the study later, | may call (Clinical Center Principal
Investigator) at (telephone number). My part in this study is voluntary. | am free to withdraw from this study
at any time without impact on my care or my relationship with [name of hospital]. | may decline questions that
| do not wish to answer in the course of the study.

Study doctors will use my blood sample for studies about sarcoidosis. Other doctors may use my blood
samples in future studies of diseases other than sarcoidosis only if | have agreed.

| have a right to privacy. The doctors in this study will take all reasonable measures to protect the privacy of
my records. My name and any other facts that might identify me will not appear in any presentation or
publication from this study. My name and any other facts that might identify me will not be available to any
person or group other than the investigators of this study and the Institutional Review Board of the [name of
hospital], which oversees all studies.

I will receive a copy of this Consent Form. [Name of hospital] maintains an "Institutional Assurance of
Compliance,” a document which explains how the hospital protects people who join studies. | may have a copy
of this document if | ask for one.

The [name of hospital]’s Institutional Review Board may contact me during or after this study as part of its
efforts to check on people in medical studies.

In the event physical injury occurs to me, resulting from the research procedures, medical treatment will be
available, if appropriate, at [name of hospital]. However, no special arrangements have been made for
compensation or for payment for treatment solely because of my part in this research study.

10/7/96
Initials



ACCESS Procedures Manual - Volume 1

2-11
EXHIBIT 2-1A (Continued)
A Case Control Etiologic Study of Sarcoidosis (ACCESS)
INFORMED CONSENT FORM
(Continued)
| agree to take part in this investigation.
I do do not agree to allow my blood sample to be used at a later date for studies of diseases other

than sarcoidosis.

Patient's Signature Date

| have witnessed the explanations made by the Investigator and heard the responses to questions.

Witness's Signature Date

For any questions regarding the rights of a research participant, or information regarding treatment of research-
related injuries, please contact [name of research administrator] at [telephone #].

Date submitted to Committee:
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EXHIBIT 2-1B
CONSENT FORM FOR PATIENTS WITH SARCOIDOSIS
In Use Beginning October 1997

PURPOSE OF STUDY: The ACCESS Study (A Case Control Etiologic Study of Sarcoidosis) is a research
project of the National Institutes of Health. Sarcoidosis is a chronic disease that often involves the lungs. The
cause of sarcoidosis is unknown. This study will compare facts about patients with sarcoidosis (cases) and
people without sarcoidosis (controls) to learn what causes the disease. Ten clinic research centers are in this
study.

HOW CASES ARE CHOSEN: Your doctors have recently said that you have sarcoidosis. We are asking
patients with newly found sarcoidosis to join this study. Your doctor has given your name to this research
team. Your doctor knows that we are asking you if you want to volunteer to be part of the study.

The ten clinics will enroll a total of 720 cases for the study. Also, 720 people without sarcoidosis will enroll in
the study as controls. Data and blood samples will be collected from the controls to compare with the data
and blood samples from patients with sarcoidosis.

WHAT TO EXPECT: There are four parts of this study. First is an interview to record medical, environmental,
and family history. Second is a physical examination by a doctor on the research team. Third, clinic staff will
take a sample of your blood. Fourth, clinic staff will perform or review the results of tests that are part of usual
care for sarcoidosis.

1. Interview - We will ask you detailed questions about yourself, your medical history, your family, and possible
exposures. The interview will take between one and two hours. The interview will be tape recorded. The taping
is being done so we can check that we have written down without errors your answers to our questions. We
will erase each tape six months after we record it. Only study staff will use these tapes. You may not be able
to answer all our questions at first. We may call you so you can give answers later.

2. Physical examination - A doctor on the research team will give you a routine physical examination. This
physical will not include a rectal examination. In women, the physical will not include breast or gynecologic
examination (a pelvic or “internal” examination).

3. Blood sample - Study staff will take a blood sample of about three ounces (less than one-half cup) from a
vein in your arm. This amount of blood is about one-fifth of the amount that is usually taken when someone
donates blood. Part of this sample will be used at the present time; part will be frozen and stored for studies
to be planned in the future. The portion of the blood that is frozen will be stored at a central laboratory for the
National Institutes of Health. Blood samples will be handled in a manner that protects your privacy.

We will use some of the blood sample to look for gene differences that may play a part in sarcoidosis. Part
of the frozen sample will be used in the future for more studies of genes. The genes we want to study may
come from you or may have reached your blood from a virus, bacterium, or fungus. If you agree now, doctors
in other approved studies may use the frozen samples at a later date for studies of diseases other than
sarcoidosis. Your agreement or refusal to use the sample in other studies will not affect its use for current or
future studies of sarcoidosis. The study will not be giving cases or controls individual results of gene tests.
Please mark the consent you give for study of your blood and the genes in your blood (check one):

9 for this sarcoidosis study only.

9 for this sarcoidosis study and for other medical research projects.

Initials



ACCESS Procedures Manual - Volume 1
2-13
EXHIBIT 2-1B (Continued)
CONSENT FORM FOR PATIENTS WITH SARCOIDOSIS
In Use Beginning October 1997

4. Other tests that are part of the routine care of patients with sarcoidosis - Patients with sarcoidosis usually
have several other tests that are part of their care. If one of your usual doctors has done these tests, we will
use the results to judge the extent and severity of your sarcoidosis. We will repeat some tests for the study,
but there will be no charge to you. If one of your usual doctors has not already done these tests, we will do
them as part of your routine care, and you or your insurance provider will be charged. The research team as
well as your usual doctor(s) can use these results.

These tests include breathing tests, chest X-ray, and blood tests.

a. Breathing tests (pulmonary function tests) - Breathing tests are a standard method for finding out
how much impact sarcoidosis has on your lungs. If not yet done, your breathing tests will be done
as part of the testing that patients with sarcoidosis should have. If your own doctor has already
done these tests, we will repeat them in the study center so that the breathing tests will be done
in the same way for all study patients. If these are repeats of the breathing tests done by your
own doctor in the last six months, there will be no charge either to you or to your insurance
provider.

If the clinic staff think that your breathing test results may be better after inhaling a bronchodilator,
they may ask you to repeat the test after the bronchodilator is administered to you. Then part of
the test will be done again. This allows us to find out whether there is any change in your
breathing after treatment to open your airways. The treatment is commonly used for this purpose
as part of breathing tests.

b. Chest X-ray - A chest X-ray should be part of the testing for any patient with sarcoidosis.

c. Blood tests - Several blood tests (blood cell counts, tests of liver and kidney function, and a
calcium level) are usually done in patients with sarcoidosis. If your usual doctor has already done
these tests, the research team will not repeat them. If they have not been done, we will perform
them on some of the blood from your vein.

RISKS AND DISCOMFORTS: The tests done as part of this study are all thought to be safe. There may be
some discomfort from the needle used to take a blood sample. A skilled technician, nurse, or doctor will take
the blood sample. There is practically no risk of infection. Only sterile, disposable materials are used. In the
unlikely event that during the examinations you should require medical care, first aid will be available.

There are no physical risks from the questions. However, the interview is long. You may find that it is tiring.
There are some questions about your feelings. You may find that these questions make you feel anxious for
a short time.

BENEFITS: There is no direct benefit to you from joining this study. We will give your doctor results of
standard blood tests, breathing tests, and chest X-rays. These may be useful for the doctor taking care of you.
We will tell your doctor and write a letter about anything urgent for your health care that we find.

This study may help us learn the causes and risk factors for sarcoidosis. So, there may be benefit in the
future to you and to other people who have sarcoidosis now or later. We will send a brief account of the study
findings to you at the end of the study.

YOUR CHOICES AND CARE: Your part in this study is purely voluntary and will not affect your care. You

may refuse to join the study. You may leave the study at any time. If you do not become part of the study or
if you leave it, doing so will not harm your present or future care at this hospital or clinic.

Initials
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CONSENT FORM FOR PATIENTS WITH SARCOIDOSIS
In Use Beginning October 1997

The study will not provide any treatment for your sarcoidosis. The study will not change the treatment provided
by your primary doctor(s).

COST/PAYMENT: We will reimburse you $xx*** to cover your expenses in the study. The study will pay for
any testing for the study that is beyond the usual standard of care for sarcoidosis. Neither you nor your
insurance carrier will be responsible for these costs. The research study will not pay for tests that would
usually be part of your care (some listed in section 4 above) if you were not in the study. Either you or your
insurance carrier is responsible for the costs of tests that are part of the standard care of patients with
sarcoidosis.

No funds are in the study for you to stay overnight in the hospital. We can make no payment from the research
study for testing or treatment. The study will not pay for other testing that would usually be part of the care of
patients with sarcoidosis.

CONFIDENTIALITY: In this study, only the research staff at the clinic where you are being studied will know
your name. Facts about you that we store in the study computer will include your initials, age, gender, weight,
and height. Reports from this study will not identify you personally. Your personal medical records, answers
to questions, and tape recordings are private. Stored blood samples will be identified only by code numbers
that cannot be traced back to you by anyone outside of the study. Study staff will not give private information
to anyone outside the study except to comply with legal demands (such as a court subpoena). At the end of
the study, we will make a computer tape of the study results for future use. It will not include any facts that
could identify you directly. We may give facts to the National Institutes of Health, but your name will not be
among those facts.

The records collected in this study will be subject to the Privacy Act. Records collected in this study can be
obtained pursuant to a written request by, or with the prior consent of, the individual to whom the record
pertains. The request should be made in writing to the Privacy Act Coordinator, NHLBI, NIH, Building 31, Room
5A10, 9000 Rockville Pike, Bethesda, MD 20892. Records will not be disclosed to any person or agency,
unless the individual to whom the record pertains provides a written request or prior consent, except as
disclosure of the record fits the criteria described in Section 3(b) of 5 U.S.C. 552a, The Privacy Act of 1974 or
in the Privacy Act System Notice 0925-0126 -- Clinical Research: National Heart, Lung, and Blood Institute
Epidemiological and Biometric Studies, HHS/NIH/NHLBI. In order to safeguard the records, only authorized
users will have access to the records, the records will be maintained in offices that are locked when not in use,
and access is strictly controlled. Robert A. Musson, Project Officer for the “A Case Control Etiologic Study
of Sarcoidosis,” will be responsible for monitoring contractor compliance with the Privacy Act. Except for the
data tape that will not contain personal identifiers (e.g., nhame, social security number), contractor records
pertinent to this study will be destroyed by shredding or burning within six years and three months after final
payment under the contract, as described in NIH Manual Chapter 1743, Appendix 1 -- “Keeping and Destroying
Records.”

***To be supplied by each Clinical Center
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CONSENT FORM FOR PATIENTS WITH SARCOIDOSIS
In Use Beginning October 1997

A Case Control Etiologic Study of Sarcoidosis (ACCESS)
INFORMED CONSENT FORM
| have explained to , the nature and purpose of ACCESS and

suchrisks as are involved. | have asked if any questions have arisen about ACCESS and have
given answers to these questions to the best of my ability.

Investigator's Signature Date

I have been informed about the ACCESS study, with its possible benefits, risks and outcomes. | know that |
am free to ask any questions. If | have questions about the study later, | may call (Clinical Center Principal
Investigator) at (telephone number). My part in this study is voluntary. | am free to withdraw from this study
at any time without impact on my care or my relationship with [name of hospital]. | may decline questions that
I do not wish to answer in the course of the study.

Study doctors will use my blood sample for studies about sarcoidosis. Other doctors may use my blood
samples in future studies of diseases other than sarcoidosis only if | have agreed.

| have a right to privacy. The doctors in this study will take all reasonable measures to protect the privacy of
my records. My name and any other facts that might identify me will not appear in any presentation or
publication from this study. My name and any other facts that might identify me will not be available to any
person or group other than the investigators of this study and the Institutional Review Board of the [name of
hospital], which oversees all studies.

I will receive a copy of this Consent Form. [Name of hospital] maintains an "Institutional Assurance of
Compliance,” a document which explains how the hospital protects people who join studies. | may have a copy
of this document if | ask for one.

The [name of hospital]’s Institutional Review Board may contact me during or after this study as part of its
efforts to check on people in medical studies.

In the event physical injury occurs to me, resulting from the research procedures, medical treatment will be

available, if appropriate, at [name of hospital]. However, no special arrangements have been made for
compensation or for payment for treatment solely because of my part in this research study.

Initials
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CONSENT FORM FOR PATIENTS WITH SARCOIDOSIS
In Use Beginning October 1997
A Case Control Etiologic Study of Sarcoidosis (ACCESS)
INFORMED CONSENT FORM
(Continued)
| agree to take part in this investigation.
| do do not agree to allow my blood sample to be used at a later date for studies of diseases other

than sarcoidosis.

Patient's Signature Date

| have witnessed the explanations made by the Investigator and heard the responses to questions.

Witness's Signature Date

For any questions regarding the rights of a research participant, or information regarding treatment of research-
related injuries, please contact [name of research administrator] at [telephone #].

Date submitted to Committee:
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CONSENT FORM FOR RANDOM DIGIT DIALING CONTROLS
FOR THE ACCESS STUDY

PURPOSE OF STUDY: The ACCESS Study (A Case Control Etiologic Study of Sarcoidosis) is a research
project of the National Institutes of Health. Sarcoidosis is a chronic disease that often involves the lungs. The
cause of sarcoidosis is unknown. This study will compare facts about patients with sarcoidosis (cases) and
people without sarcoidosis (controls) to learn what causes the disease. Ten clinic research centers are in this
study.

HOW CONTROLS ARE CHOSEN: We are asking you to join this study as a control because you do not have
sarcoidosis. You are approximately the same age and are the same gender and race as a patient with
sarcoidosis who recently joined the study. We got in touch with you by random number dialing in the same
phone exchange as the patient whose age, gender and race match yours.

The ten clinics will enroll a total of 720 people without sarcoidosis in the study as controls. Also, 720 cases
will enroll in the study. Data and blood samples will be collected from the controls to compare with the data
and blood samples from patients with sarcoidosis.

WHAT TO EXPECT: There will be two main parts of this study. Firstis an interview to record facts about you.
Second, clinic staff will take a sample of your blood.

1. Interview - We will ask you detailed questions about yourself, your medical history, your family, and possible
exposures. The interview will take between one and two hours. The interview will be tape recorded. The taping
is being done so we can check that we have written down without errors your answers to our questions. We
will erase each tape six months after we record it. Only study staff will use these tapes. You may not be able
to answer all our questions at first. We may call you so you can give answers later.

2. Blood sample - Study staff will take a blood sample of about three ounces (less than one-half cup) from a
vein in your arm. This amount of blood is about one-fifth of the amount that is usually taken when someone
donates blood. Part of this sample will be used at the present time; part will be frozen and stored for studies
to be planned in the future. The portion of the blood that is frozen will be stored at a central laboratory for the
National Institutes of Health. Blood samples will be handled in a manner that protects your privacy.

We will use some of the blood sample to look for gene differences that may play a part in sarcoidosis. Part
of the frozen sample will be used in the future for more studies of genes. The genes we want to study may
come from you or may have reached your blood from a virus, bacterium or fungus. If you agree now, doctors
in other approved studies may use the frozen samples at a later date for studies of diseases other than
sarcoidosis. Your agreement or refusal to use the sample in other studies will not affect its use for current or
future studies of sarcoidosis. The study will not be giving cases or controls individual results of gene tests.

Please mark the consent you give for study of your blood and the genes in your blood (check one):

9 for this sarcoidosis study only.

9 for this sarcoidosis study and for other medical research projects.

10/7/96
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CONSENT FORM FOR RANDOM DIGIT DIALING CONTROLS
FOR THE ACCESS STUDY

RISKS AND DISCOMFORTS: There may be some discomfort from the needle used to take a blood sample.
A skilled technician, nurse, or doctor will take the blood sample. There is practically no risk of infection. Only
sterile, disposable materials are used.

There are no physical risks from the questions. However, the interview is long. You may find that it is tiring.
There are some questions about your feelings. You may find that these questions make you feel anxious for
a short time.

BENEFITS: There is no direct benefit to you from joining this study. This study may help us learn the causes
and risk factors for sarcoidosis. So, there may be benefit in the future to other people who have sarcoidosis
now or later. We will send a brief account of the study findings to you at the end of the study.

YOUR CHOICES AND CARE: Your part in this study is purely voluntary. If you do not become part of the
study, doing so will not harm your present or future care at the hospital or clinic.

COST/PAYMENT: You will be reimbursed $xx**** to cover your expenses in the study.

CONFIDENTIALITY: In this study, only the research staff at the clinic where you are being studied will know
your nhame. Facts about you that we store in the study computer will include your initials, age, and gender.
Reports from this study will not identify you personally. Your personal medical records, answers to questions,
and tape recordings will be kept private. Stored blood samples will be identified only by code numbers that
cannot be traced back to you by anyone outside of the study. Study staff will not give private information to
anyone outside the study except to comply with legal demands (such as a court subpoena). Atthe end of the
study, we will make a computer tape of the study results for future use. It will not include any facts that could
identify you directly. We may give facts to the National Institutes of Health, but your name will not be among
those facts.

The records collected in this study will be subject to the Privacy Act. Records collected in this study can be
obtained pursuant to a written request by, or with the prior consent of, the individual to whom the record
pertains. The request should be made in writing to the Privacy Act Coordinator, NHLBI, NIH, Building 31, Room
5A10, 9000 Rockville Pike, Bethesda, MD 20892. Records will not be disclosed to any person or agency,
unless the individual to whom the record pertains provides a written request or prior consent, except as
disclosure of the record fits the criteria described in Section 3(b) of 5 U.S.C. 552a, The Privacy Act of 1974 or
in the Privacy Act System Notice 0925-0126 -- Clinical Research: National Heart, Lung, and Blood Institute
Epidemiological and Biometric Studies, HHS/NIH/NHLBI. In order to safeguard the records, only authorized
users will have access to the records, the records will be maintained in offices that are locked when not in use,
and access is strictly controlled. Robert A. Musson, Project Officer for the “A Case Control Etiologic Study
of Sarcoidosis,” will be responsible for monitoring contractor compliance with the Privacy Act. Except for the
data tape that will not contain personal identifiers (e.g., name, social security number), contractor records
pertinent to this study will be destroyed by shredding or burning within six years and three months after final
payment under the contract, as described in NIH Manual Chapter 1743, Appendix 1 -- “Keeping and Destroying
Records.”

****To be supplied by each Clinical Center

10/7/96
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CONSENT FORM FOR RANDOM DIGIT DIALING CONTROLS
FOR THE ACCESS STUDY

A Case Control Etiologic Study of Sarcoidosis (ACCESS)
INFORMED CONSENT FORM
| have explained to , the nature and purpose of ACCESS and

suchrisks as are involved. | have asked if any questions have arisen about ACCESS and have
given answers to these questions to the best of my ability.

Investigator's Signature Date

| have been informed about the ACCESS study, with its possible benefits, risks and outcomes. | know that |
am free to ask any questions. If | have questions about the study later, | may call (Clinical Center Principal
Investigator) at (telephone number). My part in this study is voluntary. | am free to withdraw from this study
at any time without impact on my care or my relationship with [name of hospital]. | may decline questions that
| do not wish to answer in the course of the study.

Study doctors will use my blood sample for studies about sarcoidosis. Other doctors may use my blood
sample in future studies of diseases other than sarcoidosis only if | have agreed.

| have a right to privacy. The doctors in this study will take all reasonable measures to protect the privacy of
my records. My name and any other facts that might identify me will not appear in any presentation or
publication from this study. My name and any other facts that might identify me will not be available to any
person or group other than the investigators of this study and the Institutional Review Board of the [name of
hospital], which oversees all studies.

I will receive a copy of this Consent Form. [Name of hospital] maintains an "Institutional Assurance of
Compliance,” a document which explains how the hospital protects people who join studies. | may have a copy
of this document if | ask for one.

The [name of hospital]’s Institutional Review Board may contact me during or after this study as part of its
efforts to check on people in medical studies.

In the event physical injury occurs to me, resulting from the research procedures, medical treatment will be
available, if appropriate, at [name of hospital]. However, no special arrangements have been made for
compensation or for payment for treatment solely because of my part in this research study.

10/7/96
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CONSENT FORM FOR RANDOM DIGIT DIALING CONTROLS
FOR THE ACCESS STUDY

A Case Control Etiologic Study of Sarcoidosis (ACCESS)

INFORMED CONSENT FORM

(Continued)

| hereby agree to take part in ACCESS.

I do do not agree to allow my blood sample to be used at a later date for studies of diseases other
than sarcoidosis.

Patient's Signature Date

| have witnessed the explanations made by the Investigator and heard the responses to questions.

Witness's Signature Date

For any questions regarding the rights of a research participant, or information regarding treatment of research-
related injuries, please contact [name of research administrator] at [telephone #].

Date submitted to Committee:
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CONSENT FORM FOR USE OF CELLS AND FLUID RINSED FROM THE LUNGS

PURPOSE OF STUDY: The ACCESS Study (A Case Control Etiologic Study of Sarcoidosis) is a research
project of the National Institutes of Health. Sarcoidosis is a chronic disease that often involves the lungs. The
cause of sarcoidosis is unknown. In this study we will assess cells and fluid from the lungs of patients with
sarcoidosis if the cells and fluid are saved in the course of routine diagnosis. The study doctors have planned
to collect lung cells and fluid from approximately 250 of the total of 720 patients with sarcoidosis enrolled in
the study. Ten clinic research centers are in this study.

HOW PATIENTS ARE CHOSEN: Patients who are going to have bronchoscopy because they may have
sarcoidosis are being asked to agree to use of the bronchoscopy to collect and save the cells and fluid from
their lungs. If you have questions about the bronchoscopy, you may discuss them with your doctor before
agreeing to the procedure. We are asking you for your agreement to save cells and fluid now because we will
not know if you have sarcoidosis until after your bronchoscopy and lab work are done. Only patients who have
bronchoscopy in ACCESS hospitals are being asked to agree to saving fluid and cells for this research project.

WHAT TO EXPECT: The doctors who will do your bronchoscopy will obtain your written consent to use a
bronchoscope to look into your lungs, rinse a safe fluid into and out of a portion of your lungs to obtain cells
and fluid needed for your diagnosis, and to biopsy your lung tissue. The doctors in your hospital will save up
to one cup of the rinsed fluid in a freezer after the amount needed has been sent to diagnostic laboratories.
We are asking you to agree to allow the fluid and the cells rinsed from your lungs to be collected and saved
according to the plans for ACCESS. These plans will assure that the amount of fluid collected is enough for
both your diagnosis and research purposes. Making sure that enough fluid is collected will add approximately
five to ten minutes to the total time for your bronchoscopy. A typical bronchoscopy lasts less than one hour.

After your diagnosis has been made, ACCESS study doctors will invite you to join this research project if you
have sarcoidosis. If you join this research project, the fluid and cells being storied will be sent to the National
Institutes of Health to be stored and for research tests related to sarcoidosis. Part of the frozen samples may
be used at a later date for studies of diseases other than sarcoidosis. Your agreement or refusal to use the
sample in other studies will not affect its use for the current study.

Please mark the consent you give for study of fluid and cells from your lungs (check one):

9 for this sarcoidosis study only.

9 for this sarcoidosis study and for other medical research projects.

If you do not have sarcoidosis, the study doctors will not return to discuss ACCESS with you. If you do not
join the study (for example if you do not have sarcoidosis), you and your doctor will have the stored sample
used as you and your doctor agree.

RISKS AND DISCOMFORTS: The rinse of fluid and cells from your lungs is a routine part of the diagnosis by
bronchoscopy. The increase in risk of infection or reduction in oxygen level due to the procedures to make sure
that enough fluid is available for diagnosis and research is small (less than 1%) although it has never been
exactly measured. Up to 10% of patients may have a fever for a short time (less than one day) after the
procedure.

10/7/96
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EXHIBIT 2-3 (Continued)
CONSENT FORM FOR USE OF CELLS AND FLUID RINSED FROM THE LUNGS

BENEFITS: There is no direct benefit to you from joining this study. We will tell your doctor and write a letter
about anything urgent for your health care that we find.

This study may help us learn the causes and risk factors for sarcoidosis. So, there may be benefit in the future
to you (if you have sarcoidosis) and to other people who have sarcoidosis now or later. We will send a brief
account of the study findings to you at the end of the study.

YOUR CHOICES AND CARE: Your agreement to let us collect and save the fluid and cells rinsed from your
lungs is purely voluntary and will not affect your care. You may refuse to permit this procedure and still be in
the study. You may leave the study at any time. If you do not become part of ACCESS or if you leave it, doing
so will not harm your present or future care at the hospital or clinic.

The study will not provide any treatment for you. The study will not change the treatment provided by your
primary doctor(s).

COST/PAYMENT: There will be no cost and there will be no payment to you for the fluid and cells collected.
Neither you nor your insurance carrier will be responsible for extra costs related to the fluid and cells collected
for research. The study will not pay for the bronchoscopy, biopsy or obtaining fluid and cells that would usually
be part of your care if you were not in the study. Either you or your insurance carrier is responsible for the cost
of tests which are part of your usual care.

CONFIDENTIALITY: In this study, only the research staff at the clinic where you are being studied will know
your name. Stored fluid and cells will be identified only by code number that cannot be traced back to you by
anyone outside of the study. The study staff will not give private information to anyone outside the study except
to comply with legal demands (such as a court subpoena). If you agree to the saving of fluid and cells that your
doctor obtains during this bronchoscopy for use in the ACCESS research project, please sign this consent
form.

The records collected in this study will be subject to the Privacy Act. Records collected in this study can be
obtained pursuant to a written request by, or with the prior consent of, the individual to whom the record
pertains. The request should be made in writing to the Privacy Act Coordinator, NHLBI, NIH, Building 31, Room
5A10, 9000 Rockville Pike, Bethesda, MD 20892. Records will not be disclosed to any person or agency,
unless the individual to whom the record pertains provides a written request or prior consent, except as
disclosure of the record fits the criteria described in Section 3(b) of 5 U.S.C. 552a, The Privacy Act of 1974 or
in the Privacy Act System Notice 0925-0126 -- Clinical Research: National Heart, Lung, and Blood Institute
Epidemiological and Biometric Studies, HHS/NIH/NHLBI. In order to safeguard the records, only authorized
users will have access to the records, the records will be maintained in offices that are locked when not in use,
and access is strictly controlled. Robert A. Musson, Project Officer for the “A Case Control Etiologic Study
of Sarcoidosis,” will be responsible for monitoring contractor compliance with the Privacy Act. Except for the
data tape that will not contain personal identifiers (e.g., name, social security number), contractor records
pertinent to this study will be destroyed by shredding or burning within six years and three months after final
payment under the contract, as described in NIH Manual Chapter 1743, Appendix 1 -- “Keeping and Destroying
Records.”

10/7/96
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EXHIBIT 2-3 (Continued)
CONSENT FORM FOR USE OF CELLS AND FLUID RINSED FROM THE LUNGS

A Case Control Etiologic Study of Sarcoidosis (ACCESS)
INFORMED CONSENT FORM
I have explained to , the nature and purpose of the saving of fluid

and cells rinsed from the lungs and such risks as are involved. | have asked if any questions
have arisen regarding the procedure and have answered these questions to the best of my ability.

Investigator's Signature Date

| have been informed about the above procedure, with its possible benefits, risks and consequences. |
recognize that | am free to ask any questions. If | have questions about the study, | may call (Clinical Center
Principal Investigator) at (telephone number). My participation in this study is voluntary, and | am free to
withdraw from this study at any time without affecting my care or my relationship with [name of hospital].

| have a right to privacy, and the investigators on this study will take all reasonable measures to protect the
confidentiality of my records. My name and any other information which might identify me will not appear in any
presentation or publication resulting from this study. My name and any other information which might identify
me will not be available to any person or group other than the investigators of this study and the Committee on
Clinical Investigation of the [name of hospital], which oversees all studies.

I will receive a copy of this Consent Form. [Name of hospital] maintains an "Institutional Assurance of
Compliance,” a document which explains how the hospital provides for protection of human subjects, a copy
of which is available on request.

I may be contacted by the [name of hospital]’s Institutional Review Board during or after my participation in this
study as part of its efforts to monitor the experience of subjects in clinical investigations.

In the event physical injury occurs to me, resulting from the research procedures, medical treatment will be
available, if appropriate, at [name of hospital]. However, no special arrangements have been made for
compensation or for payment for treatment solely because of my participation in this research study.

| hereby agree to participate in this investigation.

Patient's Signature Date

10/7/96
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EXHIBIT 2-3 (Continued)
CONSENT FORM FOR USE OF CELLS AND FLUID RINSED FROM THE LUNGS

A Case Control Etiologic Study of Sarcoidosis (ACCESS)

INFORMED CONSENT FORM
(Continued)

| agree to my doctor’s saving for research purposes up to one cup of fluid and cells rinsed from my lungs.

I do do not agree to allow my cells and fluid sample to be used at a later date for studies of
diseases other than sarcoidosis.

Patient's Signature Date

| have witnessed the explanations made by the Investigator and heard the responses to questions.

Witness's Signature Date

For any questions regarding the rights of a research participant, or information regarding treatment of research-
related injuries, please contact [name of research administrator] at [telephone #].

Date submitted to Committee:




ACCESS Procedures Manual - Volume 1
2-25

EXHIBIT 2-4

LETTER TO RELATIVE TO REQUEST INFORMATION FOR ACCESS

Draft 4/3/92
Dear

(your relative name)
I recently participated in a study (named ACCESS) about the cause of sarcoidosis. Part of
my participation involved giving a family history. | told the doctors doing the study that you were a
relative who may have or may have had sarcoidosis. | did not tell them your name but | did tell them

you are my (enter the relationship with your relative - child, parent, brother,

or sister). | am writing to ask you to give the doctors permission to collect some additional
information from you over the telephone.

It is important that the doctors doing this study confirm all reported cases of sarcoidosis in
my family. Your participation is voluntary and should take about five minutes. Any information they
collect from you will remain confidential and will be used only for research purposes. Only if you
have or had sarcoidosis will the study retain the additional information you provide. In order to insure
that your confidentiality is protected, it is necessary that | send this letter, instead of the doctors
contacting you directly. The doctors doing this study cannot contact you and collect important
information for their study until you sign this letter and return it to them. You are not obligated to give
information to the study or to reply to this letter. The researchers doing the study will appreciate any
assistance you volunteer.

If you are interested in helping in this research, please:

1. Print and sign your name and enter the date below.

2. Write your address and telephone number in the space provided.

3. Circle the day and time that it is best for them to contact you.

4. Send this letter back in the enclosed self-addressed stamped envelope.

Sincerely,

your name

10/7/96 Initials
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EXHIBIT 2-4 (Continued)

LETTER TO RELATIVE TO REQUEST INFORMATION FOR ACCESS

2-26

CONSENT TO CONTACT:

| agree to allow an interviewer for ACCESS to call me and ask a short questionnaire

about my disease history over the phone. This information will remain confidential and only be

used for research purposes.

PRINT NAME:

Signature: Date:

Address:

Telephone Number: ( ) -

A good day and time to reach me is (please circle a day and time):

DAY: Monday Tuesday Wednesday Thursday Friday Saturday

TIMEOFDAY: AM 8 9 10 11 PM 12 1 2 3 4 5 6 7 8 9
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EXHIBIT 2-5

A Case Control Etiologic Study of Sarcoidosis (ACCESS)

AFFECTED RELATIVE REMINDER LETTER
(Sent to Case or Control)

Dear Case/Control’s Name:

Thank you for your recent participation in A Case-Control Etiology Study of Sarcoidosis.
During the Review of your family history, you reported a name type of relative who had a history
of sarcoidosis. We have not yet received the letter from your name type of relative indicating his
or her willingness to participate in this study. Itis important that the doctors doing this study confirm
all reported cases of sarcoidosis in families.

As we stated before, the participation of your name of type of relative is voluntary, but

should only take about five minutes and can be done over the phone. Any information we collect
from your name type of relative will remain confidential and will be used for only research

purposes.

We have enclosed another permission letter to give to your name type of relative. The
doctors doing this study cannot contact your name type of relative untilhe or she signs this letter
and returns it to them.

Thank you for your help and participation in this study.

Sincerely,

ACCESS Principal Investigator
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CHAPTER 3
DIAGNOSIS AND ASSESSMENT PROCEDURES
3.1 INTRODUCTION

Consistency and accuracy in the diagnosis and assessment of patients with sarcoidosis are
necessary for the investigation of the etiology of sarcoidosis in ACCESS. The case definition
requires the finding of noncaseating granulomata on examination of pathology slides. Chest
roentgenogram readings and spirometry measurements are required to classify the cases into
homogeneous categories of disease for etiologic evaluation and for clinical course assessment.
Among the information collected in ACCESS, pathology data, chest roentgenogram data and
spirometry data are particularly dependent upon standardized performance and evaluation. This
chapter describes the criteria for interpretation of pathology slides, chest roentgenograms and
spirometry tracings in ACCESS.

3.2 DIAGNOSIS OF SARCOIDOSIS

Only newly diagnosed cases are enrolled in the study. Anewly diagnosed case is defined
as a patient who has had tissue confirmation less than six months prior to entry into the study.
Cases may have received systemic treatment for sarcoidosis during this period. The day of the
biopsy that confirms the presence of sarcoidosis is defined as the day of diagnosis.

All cases should have a clinical course compatible with sarcoidosis, that is, a systemic
granulomatosis of unknown etiology. All cases selected for inclusion in the study have tissue
confirmation of granuloma. The Kveim test may be used to confirm a diagnosis of sarcoidosis in
patients with Léfgren’s Syndrome (defined by the presence of erythema nodosum), if no other tissue
is obtained.

Intrathoracic disease documented by mediastinal lymph node or transbronchial biopsies
does not require clinical evidence of other organ involvement. A patient with a positive biopsy of a
skin lesion requires involvement of at least one other organ as defined in Table 3-1. Table 3-1A

provides the categories in use starting November 1996. Revisions to this table were made in April
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1998 (Table 3-1B), but did not change the diagnostic criteria (see Section 3.6 below). Cases with
uveitis on slit lamp examination require a biopsy of other involved tissue.

The Principal Investigator at each Clinical Center is responsible for documenting that each
case has tissue confirmation of a diagnosis of sarcoidosis. The number of transbronchial biopsy
attempts should be taken from bronchoscopy reports. If the information is not available from the
bronchoscopy report, the number of biopsies may be estimated as the number of biopsy specimens
in the pathology report. If there is no reliable count of transbronchial biopsies or specimens, the
number of biopsies is recorded as unknown.

3.3 PATHOLOGY

The most commonly used approach for tissue diagnosis of sarcoidosis is bronchoscopy
with transbronchial biopsy. Flexible fiberoptic bronchoscopy should be performed according to
guidelines outlined by the American Thoracic Society (Sokolowski, et al, 1987). Optimal evaluation
of patients undergoing bronchoscopy for suspected sarcoidosis includes bronchoalveolar lavage
and transbronchial biopsies. Bronchoalveolar lavage (BAL) is used for cultures and cytopathology,
if appropriate. In institutions employing cell differential counts on bronchoalveolar lavage fluid,
collection of BAL fluid for this purpose may also be valuable. If the patient consents to collection of
BAL specimens for ACCESS, it is strongly recommended that the procedures outlined in Chapter
6 be followed.

Transbronchial biopsies are commonly obtained to establish a diagnosis of sarcoidosis.
Although the optimal number of transbronchial biopsies that should be attempted for this evaluation
is controversial, most experienced investigators suggest four to six biopsies are sufficient to sample
the lung parenchyma. Biopsies of abnormal appearing bronchial mucosa may also be indicated,
particularly if a granular or cobblestone appearance is present. In Clinical Centers with expertise
in transbronchial needle aspiration biopsy procedures, these procedures can be attempted when
there are enlarged paratracheal, subcarinal, or hilar nodes that are potentially reachable by such a

procedure.
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At least four transbronchial biopsy specimens are recommended for patients whose tissue
diagnosis is approached with bronchoscopy and transbronchial biopsy. In patients who have an
atypical presentation for sarcoidosis, such as asymmetrical hilar adenopathy or asymmetrical
pulmonary infiltrates, a sufficient amount of tissue must be sampled. For patients undergoing
mediastinoscopy, it should be determined prior to the procedure which lymph nodes are considered
abnormal so that biopsies of those nodes can be obtained rather than normal sized lymph nodes.
Biopsy should be obtained of a grossly enlarged lymph node (> 2 cm) and not of normal sized lymph
nodes.

The Kveim test may be used to confirm a diagnosis of sarcoidosis in patients with Lofgren’s
Syndrome (defined by presence of erythemia nodosum) if no other tissue is obtained. Investigators
using the Kveim agent must adhere to the U.S. Food and Drug Administration (FDA) requirement
for use of this agent (see Chapter 6, Section 6-3). The Kveim reaction is characterized by the
presence of clear-cut, non-caseating granulomas with no demonstrable foreign substances. This
establishes the diagnosis of sarcoidosis. Occasionally the pathologist notes poorly formed
granulomas. These equivocal reactions must not be accepted as positive tests, but should prompt
the examiner to order further slides for re-examination of the biopsy tissue. It is important to
emphasize that a positive test requires demonstration of unmistakable granulomas,
indistinguishable from those seen in the naturally occurring disease.

The histopathologic diagnosis of sarcoidosis requires demonstration of unequivocal
noncaseating epithelioid granulomas in biopsied tissue (Sheffield and Jones-Williams, 1994).
Typically, the granulomas are the same age. In the lung, they may involve the walls of large and
small airways as well as the interstitium. In lymph nodes and skin, they are diffusely distributed.
The granulomas consist of epithelioid cells, multinucleated giant cells and scanty surrounding
lymphocytes. Stains for acid-fast bacilli and fungi must be negative. Inorganic particles should be

absent by polarized light.



ACCESS Procedures Manual - Volume |
3-4

The pathologic hallmark of sarcoidosis is the presence of discrete non-caseating
granulomas. Microscopically, in early nodules, the center is occupied by epithelioid cells which are
pale staining, with scattered giant cells of Langerhans type. These cells are surrounded by a ring
of lymphocytes and classically, the whole lesion is sharply defined from the surrounding tissue.
True caseous necrosis is absent through the center of the nodules. However, a small amount of
eosinophilic, necrotic, fibrinoid material may be present. Giant cells may contain a variety of intra-
cytoplasmic inclusions which include Schaumann’s bodies, asteroid bodies, and centrospheres.
Granulomas in sarcoidosis that have undergone some degree of resolution may demonstrate
varying degrees of fibrosis leaving a stellate scar or hyalinized ghost of a granuloma. This
histopathologic picture is seen in the lung and other organ systems. The granulomatous
inflammation present in the heart and liver may be less distinct than classically found in the lung.

Tissue samples are reviewed by a single pathologist at each Clinical Center. The
pathologist indicates his/her level of certainty of a pathologic diagnosis that is consistent with
sarcoidosis (i.e., definite, probable or possible, or clearly not consistent with a clinical diagnosis of
sarcoidosis). If the tissue diagnosis is probable or possible, the slides are sent to the Clinical
Coordinating Center for central reading. Any designation other than definite granulomas consistent
with a diagnosis of sarcoidosis results in the exclusion of this case from the study. All slides for
cases enrolled after September 1997 are reviewed under polarized light to determine whether
birefringent material is present. A review for birefringent material on the slides of cases enrolled
prior to September 1997 is performed if the slides are available.

A “definitely-positive” reading indicates the biopsy has the histologic features typical for
sarcoid granulomas. There should be no evidence of a foreign body reaction in the biopsy area.
A “definitely negative” reading indicates the histologic picture is not consistent with granulomatous
inflammation. A “probable” diagnosis indicates that many but not all of the typical features for
sarcoid granulomata are present. A “possible” reading indicates less certainty or that fewer features

of sarcoid granulomatous inflammation are present on the pathology specimen. Classification as
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“probable” or “possible” or “uncertain” reading requires sending the slides to the Clinical
Coordinating Center for distribution and further review. A minimum of three slides are required: one
stained with hematoxylin and eosin; one stained for acid-fast organisms; and one stained for fungus.
The pathology slides for a sample of ACCESS cases were selected for review for quality control
purposes during the first 20 months of recruitment. Slides submitted for review are labeled similarly
whether selected because of possible or probable findings of granulomatous disease or by sampling
of enrolled cases’ slides. The Johns Hopkins University School of Medicine ACCESS Clinical
Center leads the central pathology slide reading program.

Fungal lung disease and tuberculosis are ruled out. Specifically, all cases are required to
have acid-fast bacillus (AFB) and fungal cultures of all available tissue performed and appropriately
stained slides read unless the diagnosis was confirmed by the Kveim agent. The latter can be used
only for cases with Léfgren’s Syndrome. In potential cases, undergoing bronchoscopy, bronchial
washings should be obtained for fungal and AFB cultures.

Potential cases who live in areas where histoplasmosis is endemic or who have risk factors
for tuberculosis should have appropriate tests performed on tissue specimens (cultures of biopsy
specimens required) to exclude tuberculosis and fungal infections (especially histoplasmosis). In
particular, adequate samples should be cultured, if possible. Ata minimum, slides of tissue should
be stained for mycobacteria and fungi. Fungal serology and measures of H. capsulatum antigen are
not expected to contribute to the diagnosis and are not used in ascertaining case eligibility. Potential
cases with occupational histories indicating possible exposure to beryllium are not eligible unless
both blood and bronchoalveolar lavage proliferation studies indicate a negative response to
beryllium.

3.4 CHEST X-RAY
3.4.1 Procurement of a Chest X-ray
Chestroentgenograms are obtained as part of routine clinical evaluation for all sarcoidosis

patients enrolling in ACCESS. Interpretation of the postero-anterior (PA) chest roentgenogram is
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the responsibility of each Clinical Center’s Principal Investigator -- to be performed personally or

delegated as appropriate. The roentgenogram is a standard PA film taken with a radiation source

six feet from the chest and includes both lung fields. The chest X-ray is reviewed to be sure that

all parts of the lung fields can be seen. The quality of the films is graded from unacceptable to

acceptable to good. A chest X-ray reading is provided by the Principal Investigator or his/her

designee on each of the patients with sarcoidosis.

3.4.2 Characteristics of Chest X-rays to be Evaluated

Two different characteristics of the chest X-rays are evaluated:

A

Scadding Classification System - the chest X-ray is reviewed using the system that

Scadding originally proposed (Scadding, 1961). Characteristics of the chest X-ray

are as follows:

1.

Stage | - Hilar adenopathy either symmetrical or asymmetrical or with
peritracheal adenopathy and without any parenchymal involvement is
considered as Stage |.

Stage Il - Chest X-ray shows hilar adenopathy plus parenchymal infiltrates.
Parenchymal infiltrates can include a reticulo- nodular infiltrate, alveolar
infiltrates, a pseudo-alveolar pattern, or a mixture thereof. The key to Stage
Il X-rays is the presence of adenopathy plus infiltrates.

Stage Il - Infiltrates alone with no evidence of adenopathy on the plain PA
chest X-ray. Reticulo- nodular alveolar or pseudo-alveolar patterns are all
considered pulmonary infiltrates.

Stage IV - Infiltrates are fibrocystic changes. In sarcoidosis, these are,
classically, of the upper lobes. Those X-rays with minimal changes (less
than 10% of the overall chest X-ray appearance) are not considered sufficient

for classifying patients as having Stage IV.



ACCESS Procedures Manual - Volume |
3-7

It is possible that a patient has mixed characteristics. Commonly, patients
who have fibrotic changes may have adenopathy. These patients are considered
for consistency with other publications as Stage IV if they have fibrotic changes
greater than 10% of the overall infiltrates.

Information obtained by CT scans sometimes biases the interpretations.
Patients are not required to have CT scans for entry into this study. However, for
some patients with sarcoidosis, this information is available. If a CT scan is
obtained, especially if it shows hilar adenopathy which is not present on the plain
chest X-ray, it is the plain chest X-ray which is used for characterization of the
patient's adenopathy and, hence, staging. The same holds for pulmonary infiltrates
that may be seen on CT scan or gallium scan but are not seen on the plain chest X-
ray. Forthe purposes of this study, only the PA chest X-ray is used for interpretation
of the staging.

B. Another classification considers the presence or absence on the chest X-ray of
specific abnormalities (interstitial infiltrates, alveolar infiltrates, hilar or mediastinal
adenopathy, hilar retraction, bullae or blebs/cysts, cardiomegaly, pulmonary artery
enlargement, pulmonary fibrosis, pleural abnormalities). For example, pulmonary
hypertension is diagnosed in the presence of enlarged pulmonary arteries that are
distinctly different from hilar adenopathy. Enlargement of the descending branch of
a pulmonary artery to a size greater than 10 mm is used as a criterion for pulmonary
hypertension.

3.4.3 Quality Control Plan

Selected original films are requested for review by ACCESS investigators at Steering
Committee meetings. The films are read by each investigator and the data recorded on Form 30.
The films are scored by the traditional Scadding system: Stage 0 = normal hilum, mediastinum and

lung fields; Stage | = with hilar adenopathy; Stage Il = hilar adenopathy and infiltrates; Stage Il =
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infiltrates alone; and Stage IV = fibrosis. For the sake of uniformity, patients with multiple
abnormalities (adenopathy plus fibrosis) are staged according to the highest abnormality.
Agreement of investigators’ readings are reviewed in the Executive Committee. Chest radiographs
are also reviewed if Clinical Center investigators request the Clinical Coordinating Center staff to
arrange for the review because of some difficult, illustrative or unusual radiographic feature. Chest
X-ray reports for cases are reviewed during Site (or Audit) Visits to verify data recorded on study
forms.

3.5 SPIROMETRY

Spirometry is performed as part of routine care for all sarcoidosis patients enrolling in
ACCESS. Repeat spirometry after bronchodilator administration is performed as clinically indicated.
If a patient in ACCESS has had spirometry at another medical center within six months of enrolling
in ACCESS, the ACCESS Clinical Coordinating Center performs spirometry at no charge to the
patient.

Quality assurance and interpretation of the spirometry are the on-going responsibility of each
ACCESS Clinical Center Principal Investigator or physician Co-Investigator(s) certified in ACCESS
to whom the Principal Investigator delegates these responsibilities. Each set of tracings for each
ACCESS case is to be reviewed by the Clinical Center Principal Investigator or designated Co-
Investigator to determine that there is less than 5% variability among the three tracings for each
patient. The spirometry tracings for the first three cases enrolled in each Clinical Center are
requested by Clinical Coordinating Center staff who arrange for quality assurance review of those
tracings. Spirometry records for ACCESS cases are reviewed during Site (or Audit) Visits. The
Spirometry Laboratory log is also reviewed during the Site (or Audit) Visits.

A detailed description of ACCESS spirometry performance is attached in Exhibit 3-1

(ACCESS Spirometry Manual).
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3.6 SARCOIDOSIS ASSESSMENT SYSTEM

At the time of enrollment into the study, patients are categorized according to their clinical
condition at the time of initial diagnosis, i.e., the day of biopsy confirmation. Table 3-2A outlines the
disease categories that were used to describe cases beginning November 1996. An additional
revised classification system was used beginning September 1997 and is given in Table 3-2B. The
purpose of revising the disease categories is to encourage use of information on facets of the
clinical presentation of sarcoidosis that were not readily appreciated in the hierarchical, initial
classification of disease categories. This information is used in ACCESS to assess the spectrum
of clinical sarcoidosis presentations represented among the ACCESS cases.

Multiorgan disease is defined as tissue confirmation in at least one organ, and either clinical
or pathological involvement in another organ(s), as outlined in Table 3-1. The record of organ
involvement for cases is based on abnormalities ever observed in the set of definitions in use
November 1996 - March 1998, and in the revised definitions in use starting April 1998. The revisions
made to the criteria for organ involvement in April 1998 were clarifications of wording, deletion of
evidence of treatment response as a criterion (because almost none of the ACCESS cases have
had a definitive course of treatment at the time of study entry and some of these abnormalities may
respond to the same treatment if used for other diseases), and regrouping of the categories into

those that are common, those that are unusual but serious, and other organ involvement.
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TABLE 3-1A

MULTI-ORGAN INVOLVEMENT IN PATIENTS WITH BIOPSY-CONFIRMED SARCOIDOSIS
USED BEGINNING NOVEMBER 1996

DEFINITION OF ORGAN INVOLVEMENT: 1) Positive biopsy of the organ or one of the clinical conditions in Table 3-1A. 2) No other cause identified (such
as infection, trauma, pre-existing condition, or co-existing disease). 3) Treatment for sarcoidosis such as corticosteroids, azathioprine chloroquine, or
methotrexate associated with improvement in organ function.

ORGAN DEFINITE PROBABLE POSSIBLE
NEUROLOGIC 1. Positive MRI with uptake in 1. Other abnormalities on MRI 1. Unexplained headaches
meninges or brainstem 2. Unexplained neuropathy 2. Peripheral nerve radiculopathy
2. CSF with increased 3. Positive EMG
lymphocytes and/or protein
3. Diabetes insipidus
4. Bell's Palsy
5. Cranial nerve dysfunction
6. Peripheral nerve biopsy
NON-THORACIC 1. New palpable node above waist 1. New palpable femoral lymph node
LYMPH NODE 2. Lymph node > 2 cm by CT scan
RENAL 1. Treatment responsive renal 1. Steroid responsive renal failure in | 1. Renal failure in absence of other
failure patient with diabetes and/or disease
hypertension
LUNGS 1. Chestroentgenogram with one | 1. Lymphocytic alveolitis by BAL 1. Any adenopathy
of the following: 2. Any pulmonary infiltrates 2. Obstructive PFTs
-Bilateral hilar adenopathy 3. lIsolated reduced DLCO
-Diffuse infiltrates
-Upper lobe fibrosis
2. Restriction on PFTs
CARDIAC 1. Treatment responsive 1. No other cardiac problem and 1. In patient with diabetes and/or
cardiomyopathy either: hypertension:
2. EKG showing IVCD or nodal -Ventricular arrhythmias -Cardiomyopathy
block -Cardiomyopathy -Ventricular arrhythmias
3. Positive gallium scan of heart 2. Positive thallium scan
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TABLE 3-1A (Continued)

MULTI-ORGAN INVOLVEMENT IN PATIENTS WITH BIOPSY-CONFIRMED SARCOIDOSIS
USED BEGINNING NOVEMBER 1996

DEFINITION OF ORGAN INVOLVEMENT: 1) Positive biopsy of the organ or one of the clinical conditions in Table 3-1A. 2) No other cause identified (such
as infection, trauma, pre-existing condition, or co-existing disease). 3) Treatment for sarcoidosis such as corticosteroids, azathioprine chloroquine, or

methotrexate associated with improvement in organ function.

ORGAN DEFINITE PROBABLE POSSIBLE
SKIN 1. Lupus pernio 1. Macular papular lesions 1. Keloids
2. Annular lesion 2. New nodules 2. Hypopigmentation
3. Hyperpigmentation
EYES 1. Lacrimal gland swelling 1. Blindness 1. Glaucoma
2. Uveitis 2. Cataract
3. Optic neuritis
LIVER 1. LFTs > three times normal 1. Compatible CT scan
2. Elevated alkaline phosphatase
BONE MARROW 1. Granulomas in bone marrow 1. Anemia with low MCV
2. Unexplained anemia
3. Leukopenia
4. Thrombocytopenia
SPLEEN 1. Enlargement by:
-Exam
-CT scan
-Radioisotope scan
BONE / JOINTS 1. Granulomas in bone biopsy 1. Asymmetric, painful clubbing 1. Arthritis with no other cause
2. Cystic changes on hand or feet
phalanges
EAR / NOSE / 1. Granulomas in ear, nose or 1. Unexplained hoarseness with 1. New onset sinusitis
THROAT throat exam; consistent with granulo- 2. New onset dizziness
matous involvement
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MULTI-ORGAN INVOLVEMENT IN PATIENTS WITH BIOPSY-CONFIRMED SARCOIDOSIS
USED BEGINNING NOVEMBER 1996

DEFINITION OF ORGAN INVOLVEMENT: 1) Positive biopsy of the organ or one of the clinical conditions in Table 3-1A. 2) No other cause identified (such
as infection, trauma, pre-existing condition, or co-existing disease). 3) Treatment for sarcoidosis such as corticosteroids, azathioprine chloroquine, or
methotrexate associated with improvement in organ function.

ORGAN DEFINITE PROBABLE POSSIBLE

PAROTID / 1. Biopsy confirmation 1. Dry mouth

SALIVARY GLANDS 2. Symmetrical parotitis with
syndrome of mumps

3. Positive gallium scan (“Panda

sign”)
Granulomas in muscle 1. Increased CPK/aldolase 1. Myalgias responding to treatment

Increased CPK/aldolase which
decreases with treatment

MUSCLES

N

HYPERCALCEMIA / 1. Increased serum calcium with 1. Increased urine calcium 1. Nephrolithiasis - no stone analysis
HYPERCALCURIA / no other cause 2. Nephrolithiasis analysis showing | 2. Nephrolithiasis with negative family
NEPHROLITHIASIS calcium history for stones

BAL = bronchoalveolar lavage; CPK = creatine phosphokinase; CSF = cerebrospinal fluid; CT = computed tomography; DLCO = diffusing capacity of
the lungs for carbon monoxide; EKG = electrocardiogram; EMG = Electromyogram; IVCDs = interventricular conduction defect ; LFT = liver function
test; MCV = mean corpuscular volume; MRI = magnetic resonance image; PFTs = pulmonary function tests;
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CRITERIA FOR ORGAN INVOLVEMENT IN PATIENTS WITH BIOPSY-CONFIRMED SARCOIDOSIS

COMMON INVOLVEMENT
USED BEGINNING APRIL 1998

DEFINITION OF ORGAN INVOLVEMENT: 1) Positive biopsy documents definite involvement of the organ; 2) Involvement according to criteria other than biopsy
is classified as definite, probable or possible on the basis of clinical evaluation (described in the table below for each organ) and assumes no other cause

identified (such as infection, trauma, pre-existing condition, or co-existing disease).

ORGAN DEFINITE PROBABLE POSSIBLE
LUNGS 1. Chest roentgenogram with one | 1. Lymphocytic alveolitis by 1. Any adenopathy
or more of the following: bronchoalveolar lavage (BAL) 2. Obstructive pulmonary
-Bilateral hilar adenopathy | 2. Any pulmonary infiltrates function tests
-Diffuse infiltrates 3. Isolated reduced diffusing
-Upper lobe fibrosis capacity for carbon monoxide
2. Restriction on pulmonary
function tests
SKIN 1. Lupus pernio 1. Macular/ papular 1. Keloids
2. Annular lesion 2. New nodules 2. Hypopigmentation
3. Hyperpigmentation
EYES 1. Lacrimal gland swelling 1. Blindness 1. Glaucoma
2. Uveitis 2. Cataract
3. Optic neuritis
LIVER 1. Liver function tests > three 1. Compatible computer
times normal tomography (CT) scan
2. Elevated alkaline phosphatase
HYPERCALCEMIA / 1. Increased serum calcium with | 1. Increased urine calcium 1. Nephrolithiasis - no stone
HYPERCALCURIA / no other cause 2. Nephrolithiasis analysis showing analysis
NEPHROLITHIASIS calcium 2. Nephrolithiasis with negative
family history for stones
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DEFINITION OF ORGAN INVOLVEMENT: 1) Positive biopsy documents definite involvement of the organ; 2) Involvement according to criteria other than biopsy
is classified as definite, probable or possible on the basis of clinical evaluation (described in the table below for each organ) and assumes no other cause

TABLE 3-1B (Continued)

UNUSUAL, BUT SERIOUS COMPLICATIONS
USED BEGINNING APRIL 1998

identified (such as infection, trauma, pre-existing condition, or co-existing disease).

ORGAN DEFINITE PROBABLE POSSIBLE

NEUROLOGIC 1. Positive magnetic resonance 1. Other abnormalities on 1. Unexplained headaches
imaging (MRI) with uptake in magnetic resonance imaging 2. Peripheral nerve radiculopathy
meninges or brainstem (MRI)

2. Cerebrospinal fluid with increased 2. Unexplained neuropathy

lymphocytes and/or protein 3. Positive electromyogram

3. Diabetes insipidus

4. Bell's Palsy

5. Cranial nerve dysfunction

6. Peripheral nerve biopsy

RENAL 1. Treatment responsive renal 1. Steroid responsive renal failure 1. Renal failure in absence of
failure in patient with diabetes and/or other disease
hypertension
CARDIAC 1. Treatment responsive 1. No other cardiac problem and 1. In patient with diabetes and/or
cardiomyopathy either: hypertension:

2. Electrocardiogram showing -Ventricular arrhythmias -Cardiomyopathy
intraventricular conduction defect -Cardiomyopathy -Ventricular arrhythmias
or nodal block 2. Positive thallium scan

3. Positive gallium scan of heart

ACCESS Procedures Manual
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TABLE 3-1B (Continued)

OTHER ORGAN INVOLVEMENT

USED BEGINNING APRIL 1998
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DEFINITION OF ORGAN INVOLVEMENT: 1) Positive biopsy documents definite involvement of the organ; 2) Involvement according to criteria other than biopsy
is classified as definite, probable or possible on the basis of clinical evaluation (described in the table below for each organ) and assumes no other cause
identified (such as infection, trauma, pre-existing condition, or co-existing disease).

ORGAN DEFINITE PROBABLE POSSIBLE
NON-THORACIC 1. New palpable node above waist 1. New palpable femoral lymph
LYMPH NODE 2. Lymph node > 2 cm by computer | node
tomography (CT) scan
BONE MARROW | 1. Unexplained anemia 1. Anemia with low mean
2. Leukopenia corpuscular volume (MCV)
3. Thrombocytopenia

SPLEEN

1. Enlargement by:
-Exam
-Computer tomography (CT)
scan
-Radioisotope scan

phosphokinase (CK)/aldolase
which decreases with treatment

phosphokinase (CK)/aldolase

BONE / JOINTS 1. Cystic changes on hand or feet | 1. Asymmetric, painful clubbing 1. Arthritis with no other cause
phalanges

EAR / NOSE / 1. Unexplained hoarseness with 1. New onset sinusitis

THROAT exam consistent with 2. New onset dizziness

granulomatous involvement

PAROTID / 1. Symmetrical parotitis with 1. Dry mouth

SALIVARY syndrome of mumps

GLANDS 2. Positive gallium scan (“Panda
sign”)

MUSCLES 1. Increased creatine 1. Increased creatine 1. Myalgias responding to treatment
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TABLE 3-2A
DISEASE CATEGORIES OF CASES
USED BEGINNING NOVEMBER 1996

This classification is based on involvement ever (Form 24, Items 82 A-N) and is hierarchical
(e.g., pulmonary involvement is given priority over erythema nodosum).
. Erythema Nodosum (Lofgren's Syndrome)
A constellation of signs including erythema nodosum, fever, swollen tender joints (usually ankles)
and an abnormal chest X-ray. Patients need not exhibit every feature of the syndrome, but all

should have erythema nodosum. (Approximately 10% of patients with erythema nodosum and
sarcoidosis will have a normal chest X-ray).

II. Acute Sarcoidosis (Excluding erythema nodosum) or Chronic Sarcoidosis (Not
including the fibrotic lung disease patients)

Signs of sarcoidosis without clinically manifest extrapulmonary disease.

lll.  Fibrotic lung disease

Patients whose chest X-rays exhibit linear streaks, small and large bullae and retraction of the hilar
areas cephalad. Many of these patients manifest obstructive, as well as restrictive, dysfunction.
All will have some degree of permanent lung damage resistant to current therapies.

IV.  Extrapulmonary sarcoidosis

Patients whose most prominent clinical manifestations that are not pulmonary (e.g., do not have
fibrotic lung disease). This group would include major acute or chronic clinically significant extra-
pulmonary disease as follows:

A.  Ocular - uveitis, glaucoma and/or blindness.

B. Cutaneous (excluding erythemanodosum) granulomatous skin lesions such as lupus pernio,
raised erythematous nodules or plaques, or ulcerating lesions.

C. Subcutaneous nodules - palpable nodules which may range from a few millimeters to several
centimeters with intact overlying skin.

D. Enlarged liver and/or significantly elevated liver blood chemistries (alkaline phosphatase >
200 1U, ALT, AST > 200 U/L) and/or evidence of portal hypertension.

E. Enlarged spleen with or without evidence of hypersplenism.

F.  Neurologic - central nervous system or peripheral nerve involvement.
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TABLE 3-2A (Continued)

DISEASE CATEGORIES OF CASES
USED BEGINNING NOVEMBER 1996

G. Cardiac - tachycardic or bradycardic dysrhythmias, cardiomyopathy, abnormal
gallium or thallium scans.

H.  Bone and Joint - clinical and radiographic evidence of bone and/or joint lesions
typical of sarcoidosis.

l. Renal - hypercalcemia, nephrocalcinosis, elevated BUN and/or creatine.

Patients with extrapulmonary sarcoidosis are classified in two categories -- those with no
pulmonary involvement (i.e., normal chest X-ray or Scadding category | chest X-ray); and
those with pulmonary involvement (i.e., Scadding category Il or Il chest X-ray).
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TABLE 3-2B

DISEASE CATEGORIES OF CASES
USED BEGINNING SEPTEMBER 1997

This classification counts each involvement (e.g., pulmonary involvement and erythema
nodosum) independently and is based on findings at the time of the physical examination (Form
24, ltems 83 A-N).

. Erythema Nodosum (Lofgren's Syndrome)

A constellation of signs including erythema nodosum, fever, swollen tender joints (usually ankles)
and an abnormal chest X-ray. Patients need not exhibit every feature of the syndrome, but all
should have erythema nodosum. (Approximately 10% of patients with erythema nodosum and
sarcoidosis will have a normal chest X-ray).

II.  Acute Sarcoidosis or Chronic Sarcoidosis (Not including the fibrotic lung disease
patients)

Signs of sarcoidosis without clinically manifest extrapulmonary disease.

[ll.  Fibrotic lung disease

Patients whose chest X-rays exhibit linear streaks, small and large bullae and retraction of the hilar
areas cephalad. Many of these patients manifest obstructive, as well as restrictive, dysfunction.

All will have some degree of permanent lung damage resistant to current therapies.

IV.  Extrapulmonary sarcoidosis

Patients who have prominent clinical manifestations that are not pulmonary. This group would
include major acute or chronic clinically significant extrapulmonary disease as follows:

A.  Ocular - uveitis, glaucoma and/or blindness.

B. Cutaneous (excluding erythemanodosum) granulomatous skin lesions such as lupus pernio,
raised erythematous nodules or plaques, or ulcerating lesions.

C. Subcutaneous nodules - palpable nodules which may range from a few millimeters to several
centimeters with intact overlying skin.

D. Enlarged liver and/or significantly elevated liver blood chemistries (alkaline phosphatase >
200 IU, ALT, AST > 200 U/L) and/or evidence of portal hypertension.

E. Enlarged spleen with or without evidence of hypersplenism.
F.  Neurologic - central nervous system or peripheral nerve involvement.

G. Cardiac - tachycardic or bradycardic dysrhythmias, cardiomyopathy, abnormal gallium or
thallium scans.



ACCESS Procedures Manual
3-19

TABLE 3-2B (Continued)

DISEASE CATEGORIES OF CASES
USED BEGINNING SEPTEMBER 1997

H.  Bone and Joint - clinical and radiographic evidence of bone and/or joint lesions
typical of sarcoidosis.

l. Renal - hypercalcemia, nephrocalcinosis, elevated BUN and/or creatine.

Patients with extrapulmonary sarcoidosis are classified in three categories -- those with no
pulmonary involvement (i.e., normal chest X-ray or Scadding category | chest X-ray); and
those with pulmonary involvement (i.e., Scadding category Il or 11l chest X-ray) or fibrosis (i.e.,
Scadding category IV chest X-ray).



EXHIBIT 3-1

ACCESS SPIROMETRY MANUAL

Procedures for spirometry in ACCESS are presented as follows:

Introduction
Volume-time and flow-volume tracings

Measurements obtained from spirometry

IV. BTPS correction factors
V. How a spirometer works
V1. Predicted or reference values
VII. Calibration and leak check (CAL)
VIIl. The spirometry maneuver
A.  Withhold bronchodilator drugs
B. Preparing the subject
C. Explain and demonstrate the maneuver
D. When is a session done?
IX. Post-bronchodilator testing
A.  Administration of the bronchodilator
B. Post-Bronchodilator Spirometry (CLK, PFV)
C. Printing results (DAT)
X.  Examples of poor quality spirograms
XI.  Quality Control
A.  Preventative maintenance
Xll.  Hygiene and infection control
Xlll.  Cleaning
XIV. Glossary

Table 3-1 BTPS conversion factors
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I. Introduction

This manual is intended to serve as both a training document and a reference
document for persons who perform spirometry for the Case Control Etiology of
Sarcoid Study Research Network (ACCESS)It is written to be useful for people who
have never performed pulmonary function testing before, as well as those who are
experienced in performing these tests.

is the timed-based measurement of the amount of air which can be.
forcefully exhaled from the lungs after a full inspiration. In this manual, we will use
the term spirometry more specifically to refer to the measurement of the forced
expiratory vital capacity (FVC) maneuver. In the forced expiratory vital capacity
maneuver, a person inhales as big a breath as possible and then blows it out as as fast
and as far as possible until no more air can leave the lungs. The volume of air
leaving the lungs is recorded continuously throughout the maneuver in order to allow
calculation of important measures of lung function. This recording is called a

- spirogram.

When properly performed with maximum effort and attention to the details of
calibration of the instrument, spirometry maneuvers are among the most
reproducible of biomedical measures. Indeed, in a highly trained, experienced
subject a coefficient of variation of 2-3% is not unusual. The reason that spirometry
is such a reproducible test is that people develop maximum flow rates of air leaving
the lungs. Once this point is reached, no matter how hard the person tries to force
air out of the lungs, the rate of flow of air cannot be increased. - This phenomenon is
called flow-limitation and is thought to be due to the fluid dynamics of flow through
collapsible airways. Once a certain amount of effort has been exerted, the speed that
air can be forced out of the lungs depends upon three factors: the elastic properties
of the lung; the diameter of the airways; and the ease which airways tend to collapse.
The elastic properties of the lungs are a major driving force for movement of air out
of the lungs during a maximal expiration. The elastic recoil pressure of the lungs
changes with the volume of air in the lung; ie it is greatest at full lung inflation and
decreases at lower lung volumes. Therefore, there is greater flow out of the lung at
higher lung volumes than at lower lung volumes.

In order to determine that all of the air has been blown out of the lungs, it is
necessary that the participant continue to blow air out of the lungs until no more air
can exit. As a rule of thumb, it takes about six seconds for a normal person to empty
their lungs. In all cases the goal of testing is to continue effort until the flow of air
out of the lungs falls to zero, i.e., no more air can leave the lungs. The duration of
expiration should be adequate so that the final flows should be close to or zero.
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In order to obtain reproducible results, it is important to obtain maximum
effort from the participant each time an FVC is performed. Determining whether a
person is giving a maximum effort on a forced expiratory maneuver requires both

experience and judgment. An important clue is whether the tests are reproducible,

since less than maximum effort is difficult to reproduce.

In addition to the reproducibility of efforts, high peak flows, and long duration
of expiration, it is important to observe the participant closely. The body language
of the test subject is often a better guide to maximum effort than the recording of the
maneuver. An experienced pulmonary function technician observes the test subject
more closely than the spirometer or computer screen. '

. In ACCCESS, spirometry is not a primary outcome measure, but it is an
important element in assessing disease severity and clinical course.Therefore, it is
essential that this measurement be conducted with care, patience, enthusiasm and

attention to detail.
II. Volume-time and flow-volume | tracings

The forced expiratory maneuver measures the volume of air leaving the lung
over time (Figure 2). The tracing inscribed is called the spirogram or the timed vital
~ capacity or the volume-time tracing. When performed well, this tracing shows a
steep initial slope, which smoothly and gradually becomes less steep until the slope is
completely flat indicating that no further flow is'leaving the lung. The slope of the
volume-time tracing is equal to the flow which is leaving the lung. The flow leaving
the lung is maximum during the early part of forced expiration (Peak Flow) and falls
gradually to zero at the end of the effort. The advantage of the volume-time trace is
that it emphasizes events at the end of the maneuver and it is easy to detect the end of
test or zero flow point. ' '

Assessment of Maximal Effort in a Forced Expiration

-~ The maneuvers are reproducible '
The peak flows are high ‘ ,
The onset of expiration is sudden and forceful
The duration of expiration is = 6 seconds
The flow at the end of test is zero, even though the subject
is still exerting effort : -
The subject appears to be producing a maximal effort
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VOLUME (L.)

Figure 1. This is a volume-time tracing on a normal subject Note the clean start, and the clear
end of test and zero flow point. : '

Another way to display the forced expiratory maneuver is to plot flow against
volume. This is displayed as a flow-volume tracing or Mﬁg@._ (Figure
2) Because it is easier to assess effort and reproducibility from a flow-volume
tracing, this is the format that is often used to display the spirometry maneuvers.
The FEV1 cannot be measured directly from the flow-volume curve, but it can be
measured by a computer or by hand from the paper recording of the volume-time
tracing. N :
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FLOW L./sec.
10

0 3 2 3 ' 4 5
" VOLUME (L) '

Figure 2. This is a normal good quality flow-volume tracing. There is an early and high peak flow ar
continuous contour of the curve. - ,

III. Measurements obtained from spirometry

The flow-volume curve and the spirogram provide many measures that are
- used by respiratory physiologists and physicians to measure lung function. In
ACCESS , we are mostly concerned with two important measurements-- FEV1, and
FVC. The FEV1 is the volume of air that is blown out during the first second of the
maneuver. The FVC is the total amount of air that leaves the lung during the FVC
maneuver. An additional useful calculation is the ratio of the FEV1 to FVC, which
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expresses the fraction or percent of air that can be expired in one second. This is
called the "FEV1-percent" (FEV1%) or more commonly, the FEV1/FVC ratio

In Sarcoidosis, the FEV1 and FVC are often reduced by about the same amount due

to destruction or stiffening of the lung tissue. In this disorder, the FEV1/FVC ratio
generally remains normal. normal (a restrictive ventilatory defect). However, the
ratio is often reduced when there is airway involvement.

Basic Interpretation of Spirometry
Restrictive Ventilatory Defects
Reduced FEV1
Reduced FVC :
Normal FEV1/FVC ratio
. - Airflow Limitation (Obstructive) Defects

Reduced FEV1
Normal or reduced FVC
Reduced FEV1/FVC ratio

V. BTPS correction factors

When the air is in the lung, it is warmed to body temperature which is 37°

Celsius or 98.60 Fahrenheit. When the air leaves the lung and is collected in the

- spirometer, it cools off to room temperature and becomes about 10% smaller. This
is described by Charles' Law which states that the volume of gas is directly
proportional to its absolute temperature (V/T = V/T'). The absolute temperature
(Kelvin degrees) is equal to Celsius degrees + 273.

In order to make consistent measurements, we must always correct spiromeétry
measurements to refer to the amount of air that would be in the lungs under
conditions of normal body temperature. We also make a small correction that takes
into account the barometric pressure (Boyle's Law : PV = P'V") and humidity so that
changes in the weather or altitude do not affect spirometry measurements. This
standard method of expressing spirometry measurements is called BTPS meaning
"Body Temperature and Pressure of Saturated gas". The standard body temperature

is 379, the standard pressure is barometric pressure at sea-level (760 mm Hg), and
saturated gas means that it contains 100% humidity. -

For average room temperature, the BTPS correction factor is about 1.07 to
1.08 meaning that one needs to increase the volumes measured in the spirometer by
about 7 or 8%. In the some spirometers, this is taken care of automatically by an
electronic thermometer (or thermistor) which measures the temperature in the
spirometer, and a computer does the necessary calculations. The temperature
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measuring device must be functioning properly or the computer will make wrong
calculations, so comparison of the electronic thermistor to a standard thermometer is

necessary.

If you have to make measurements by hand, then you will need to make this
correction yourself. A table of BTPS correction factors can be found in Appendix
A. The volume in BTPS conditions is equal to the volume of gas measured at
ambient temperature and pressure saturated with water (ATPS) multiplied by the
BTPS correction factor. For example, if you measure the FVC from the spirometer
chart paper to be 2.35 Liters, and the spirometer temperature is 270 C, and your
clinic is located at sea-level (Barometric pressure = 760) you would make the
following, calculation: |

BTPS correction factor (270 C, 760 mm Hg) = 1.063
FVC (BTPS) = 2.350 x 1.063 = 2.498 L

V. How a spirometer works

A spirometer is a simple device that measures the volume of air blown into it
by elevating a cylindrical bell. The bell is sealed so that it can move freely, and does
not leak air. Two types of seals include water seals and dry seals. The change in
volume of air contained in the spirometer for each centimeter elevation is fixed and
is called the "bell factor". The bell factor is usually inscribed on a plate at the base of
the spirometer. Because different models of spirometers from the same
manufacturer may have different bell factors, one must use recording paper which is
matched with the appropriate bell-factor to give correct measurements. Therefore,
%'ou séldould only use spirometry chart paper which is supplied for the spirometer to

e us

Other types of spirometers use a bellows or a horizontal cylinder to measure
volume. Other common devices used for spirometry do not measure volume
directly, but measure flow directly. These are called pneumotachometers, and they
work by measuring a pressure drop across a fixed resistance of tubes or screens. The
pressure drop increases in proportion to the flow. Still other devices depend upon
the cooling of a heated wire. The greater the flow, the more the tendency of the wire
to cool. These devices have the advantage of being less expensive and more portable
than spirometers, but have the disadvantages that they require more frequent and
careful calibration, and they often do not provide a direct paper tracing of the
maneuver should the attached computer malfunction.

Since one goal of ACCESS will be to measure the change in lung function
over time or to use data for other segments of the study, we must be certain that the
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methods and equipment remain as stable as possible over time. Thus, frequent and
stringent measures of the quality of the measurements and calibration of the

instruments are required.

Spirometry testing involves considerable effort on the part of the
participant, and sometimes they will experience some discomfort or dizziness during
the test, or chest soreness for a day or two afterward. You need to balance the need
to push the participant to maximum effort during the testing in order to acquire good
test results, with the need to retain the participant's trust and continued voluntary
participation in the study. Once a participant loses either their interest in the study or
their trust that the study team has their welfare at heart, it is very difficult or
impossible to regain their confidence. ' : :

For all subjects, demonstration of the spirometry maneuver is necessary since it is not
a natural breathing behavior. This is best done using a demonstration mouthpiece
and performing or simulating the maneuver in front of the subject. It is often helpful
to compare the maneuver to "blowing out the candles on a birthday cake" which most

people understand.

Because the rapid initiation of the forced expiration is important, a useful
prompt for the start of the maneuver is to "BLAST out your air." At the end of the
maneuver, a good prompt is to "PUSH, PUSH, PUSH, and KEEP PUSHING" out the

air.
VI. Predicted or reference values

In order to compare one subject with others of the same age, height, race, and
sex, we compare their tests to those measured on a large group of healthy people (ie
no cardio-respiratory symptoms or disorders). In order to summarize these
measurements, they are usually expressed as a mathematical formula, or regression
equation that predicts the average value for a particular person, which is based on
gender, age, and height and, where applicable, race.

Several sets of these prediction ( better termed reference) equations are
published, and, in some cases they indicate different predicted values for people of
the same race, sex, age, and height. You should not, therefore, be surprised to find
that the percent of predicted values displayed in reports from different laboratories
are different and in certain circumstances the differences can be quite large.

If you discuss the testing results with participants, it is a good idea NOT to
refer to the predicted values as "normal values" or percent predicted as “percent of
normal". Some people take offense if they are not "normal”. Since we feel that
everyone should be above average, it is better to refer to these numbers as "reference
values" or "normal range". There are several methods of calculating this, but, as a
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simple rule, more than 80% predicted can be considered "normal" values for both
FEV1 and FVC.

VII. Calibration and leak check

Each day, you must check the calibration on your spirometry system, and this
should be recorded This is a safety feature to prevent a malfunctioning instrument
from collecting incorrect and therefore useless data. The calibration check is
performed by injecting and withdrawing 3 L of air from the spirometer using a
carefully constructed calibration syringe (Hans-Rudolph, Kansas City). Because the
air in the syringe and the spirometer should be of similar temperature, it is a good
practice to store the calibration syringe right next to the spirometer at the same
height in the room. You should ensure temperature equilibration between the
calibration syringe and the spirometer by flushing the syringe into the spirometer
three or four times before you do the actual calibration check.

You should also check the calibration of the spirometer every time you move it
to a new area.

It is permissible, in accordance with ATS Standards, to have as much as a 3%
error in the calibration of a spirometer. If you find that the calibration has changed
by more it usually indicates that something is wrong.

Things to look for include:

Improper performance of the calibration check; .
‘Unequal temperatures in the syringe and the spirometer;

A leak in the tubing or fitting of the syringe to the spirometer;
A leak.in the bell of the spirometer

Calibration is then carried out by emptying the syringe into the spirometer
three times. You should use three different speeds of emptying the syringe so that
you will calibrate it over a range of flow-rates.

- After the calibration is checked, it is necessary to perform a leak check on a
spirometer. This is done by occluding the end of the breathing hosé with a rubber
stopper; putting a circular weight on the bell of the spirometer; and observing the
change in volume over 30 seconds. The volume should not change at all over the 30
sec interval. If there is a leak, the leak test should be tried again. If still leaking,
change or refit the breathing tube and stopper and test for leaks again. If this does
not cure the problem, then it may be the result of a damaged spirometer bell. It is
often difficult to detect a leak in the spirometer bell, but when it does occur it is most
often at the seam where the clear plastic joins the top of the bell. The site of the leak
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can be found by applying some soapy water or SNOOP™ (a commercially available
expensive soapy water) to the seam while the bell is pressurized with a spirometer
weight. Small leaks can be repaired with silicone adhesive. If the leaks are large or
in the body of the bell, then the bell will need to be replaced. This costs far more
than you would imagine, so please take care with all the parts of the spirometer.

~ Every week on a given day, you should perform a linearity check to test the
integrity of the entire spirometer bell. The linearity check is done by injecting 1 liter
increments of air into the spirometer with the smaller 1 liter calibration syringe and
valve system ( Vitalograph, Kansas City ). If the linearity is not within acceptable
tolerances, it most often means that there is a leak in the lower part of the bell, there
is some dirt or water collected on the linear potentiometer, or it is time to fill the
spirometer with water.

Once a week, when _,ybu perform your weekly quality control checks,
you should document this. ‘

VIII. The spirometry maneuver

Whenever possible, the same system should be used throughout for any
particular subject, and the tests performed at the same time of day.

A. Withhold bronchodilator drugs

The subject.shoﬁld be told to avoid taking any bronchodilator medication for
the specified time interval preceding the test.

Table 1. Examples of bronchodilators to withhold prior to spirometry

Withhold for Withhold for
8 hr. before test 24 hr. before test

Alupent - Salmeterol
Berotec

Brethaire

Bronkometer

Maxair

Proventil

Theolair

Tornolate

Ventolin

Atrovent
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B. Preparing the subject

The testing can be performed with the subject standing or sitting, but which
ever you use, be sure to be consistent for that participant. If you use the standing
posture, a chair without wheels should be placed behind the test subject so that if they
feel light-headed or dizzy during the testing they may sit down, unless there is a good
reason not to have the subject sit.

The breathing tube of the spirometer should comfortably fit in the mouth of
the test subject without undue effort. Place the spirometer on a platform about six
inches above normal desk height. ' S

Tight fitting belts or garments should be loosened, and loose fitting dentures,
oral appliances, chewing gum, candy, and other foreign bodies should be removed
from the test subject's mouth. ‘

~ The subject's shoeless height should be measured or obtained prior to test
session. It is necessary to know this information for the predicted values for lung

function.

Place a nose clip on the test subject's nose just before each maneuver.
Although it is nearly impossible to blow air out of both the mouth and the nose
simultaneously , it is possible to take an extra breath of air in through the nose and
blow it out at the end of the maneuver. This leads to an erroneously large FVC.
Therefore it is good technique to clip the nose. If the nose clip slides off the nose, it
can be often held in place with a piece of tissue paper. An acceptable alternative for
persons who cannot tolerate the nose clip is to allow them to pinch their nose with
their free hand. '

C. Explain and Demonstrate the Maneuver

The maneuver should be briefly explained to the participant in words that
he/she will understand: "I want you to take a breath in as far as you can and then
blast it out as fast and as hard as possible until no more air comes out. It is like
trying to blow out all of the birthday candles" Remember that many of the people
you will test will be performing spirometry for the first time, so they may be

frightened.

Effort and time can be saved, however, by giving a demonstration of the
maneuver using a cardboard mouthpiece. This should be done in all cases. To
demonstrate, take a deep breath with your mouth wide open, elevate your shoulders,
stick out your tongue, lay the mouthpiece on it, close your mouth around the
mouthpiece, and forcefully blast out through the mouthpiece, continuing to blow for
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10 seconds. Use enough body language to demonstrate that it must be a forceful and -
prolonged effort. You will also enlist better cooperation from the part101pant if they
see you sweat a little.

D. When is a session done?

The goal of the testing session is to obtain three good quality or _"acceptable"
maneuvers (according to ATS standards) and two "reproducible” maneuvers.

Acceptable maneuvers are those that have a rapid onset of
maximum or peak flow, have an extrapolated volume less than 5% FVC,
that are smooth without hesitation or coughing, and. that continue until
the flow rate is zero and have a minimum expiratory time of 6 seconds.

Reproducible maneuvers are those that have an FEV1 and FVC
within 5% of the highest acceptable maneuver, and that have a Peak flow
within 15% of the highest acceptable value.

No less than three and no more than eight maneuvers are allowed in

a single session, since experience has shown that the likelihood of improving the
quality of the session is slight and the likelihood of fatiguing and frustrating the test
subject (and the technician!) increases with the more maneuvers that are performed.

Goals of Spirometry Test Session
* At leést three acceptable maneuvers
Rapid onset of expiration
High initial peak flow

Extrapolated volume less than 5% FVC

No hesitation or coughing

Prolonged until no flow
At least 6 seconds effort

Terminal flows of zero

__* At least two "rer roducible" maneuvers
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FEV1 and FVC within 5% of best

Peak flow within 15% of best

e No more than eight -attempts
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Key Points in Performing Spirometry
* Always demonstrate the maneuver
* Prompt the subject to BLAST out the air
* Continue by having the subject PUSH out the air

e Continue until the flow falls to zero or at least six seconds

A measure of the rapid onset of effort is the extrapolated volume. It should be
less than 100 ml or 5% of the FVC to indicate a good quality test. If this value is
high, it means that the subject needs to start blowing out harder.’ Make certain that
the subject is not putting their tongue into the mouthpiece, something they seem to
like to do. .

VIIL Post-bronchodilator testing

After the initial measurements of forced expiratory maneuvers, the test is

repeated after an inhaled bronchodilator. Albuterol (V. entolin" or Proventil " brand
name) is the bronchodilator selected for use in many labs. This allows the
investigators to determine how much the participant's lung function can be quickly
"reversed" or returned toward normal.

‘A. Administration of the bronchodilator

1. Administer two(2) puffs of Albuterol, using the standard metered dose mhaler
(MDI) technique with the patient standing, as follows:

a) Shake the MDI* several times and trigger it once to pnme it. Hand the MDI
to the subject. A

b) The subject should exhale

c) The mouthp1ece should be inserted fully into the mouth, holding the MDI in
its upright position and close his/her lips around it ,

d) As the subject begins to ‘breathe in very slowly the MDI should be triggered

"e) The subject should continue to breathe in slowly and deeply to TLC.
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f) The breath should be held for 10 seconds at the end of a full inspiration

g) Instruct the subject to shake the MDI and repeat steps b - f for a second

- puff. Although there may be a small benefit to waiting 5 minutes between
inhalations of a bronchodilator, it is more practical and satisfactory to
administer the second inhalation (2 puffs) about 30-60 seconds after the first.

2. Wait 15 minutes before performing post-bronchodilator spirometry.
After administration of albuterol, the maximum bronchodilation may take 30 minutes
to take place, but sufficient bronchodilation occurs within 15 minutes
If the test subject is answering questionnaires or doihg other activities while the
bronchodilator is taking effect, the testing should be performed within 45 minutes
after taking the medication.

B. Post-Bronchodilator Spirometry

The testing procedure is the same as baseline spirometry.

'C. Printing results

After the test session is completed, you will print out a copy of the report, if
you are using a system with an attached printer.

. IX. Examples of poor quality spirograms

If‘you have the ability of obtaining flow-volume curves one can recognize
some common problems as shown on the following pages.
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Figure 3. Thisisa smooth tracing, but the initial peak flow is delayed and not as high as it should be.
The subject should be instructed to start blowing out faster. '
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Figure 4. This flow-volume tracing starts off with a good flow, but there is a sudden reduction in

flow. This is most often caused by coughing, although occlusion of the mouthpiece by the tongue can
also produce type of trace. .
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Figure 5 This maneuver has a good start and good peak flow, but it is stopped too soon, causing the
drop in flow at the end. Instruct the subject to continue blowing out longer. This is one of the most
common problems you will encounter
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Figure 6 The tracing shows both a delayed start and poor flow. Instruct th ject to start
blowing out faster and harder. ¥ pooEpedk ct the subject to start
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Figure 7. This is a good quality flow-volume tracing. The "knee" in the tracing is a normal variant. It
should be distinguished from a platean which indicates poor effort or upper airway obstruction

‘X. Quality control
A. Preventive maintenance

In addition to the daily 3-Liter syringe calibration check, and the daily leak
check, there are several tasks that should be completed each week. The first of these
is the 1-L syringe linearity check. This will test the full range excursion of the
spirometer bell. It also tests to see if the water level in the spirometer is high enough
in water sealed spirometers.
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Another important weekly test of preventive maintenance is to have a healthy
- individual perform a weekly spirometry test on the splrometer

If appropriate, the third weekly preventwe maintenance procedure is to check
that the calibration of the thermistor in a spirometer is accurate by comparing the
temperature value with that of an accurate mercury or electronic reference
thermometer. The reference thermometer and the thermistor should agree within

0.5° C.

Quality Control Schedule

3-Liter Calibration Check (CAL)
Leak test (LEA)

Linearity check (LIN)
Healthy subject ( Laboratory standard) check
Thermometer check

XI1. Hygiene and infection control

Recent events have heightened the concern by the general public concerning the

transmission of infectious disease ( i.e., AIDS ). Aﬁgntm_uu__LtgLLngg
gecommendatlgns can _not be under emphgswed A

You should also be aware that many viral respiratory infections are thought to
‘be transmitted by hand contact. Since it is important for you to avoid these illnesses,
you should try to avoid handling equipment that may have respiratory secretions with
bare hands. You should use a tissue to pick up mouthpieces, use examination gloves,
and wash your hands as needed.

Attach a clean breathing tube and mouthpiece to the spirometer for each new
test subject. As a matter of hygiene, do not touch the mouthplece directly with your
hands. You may pick it out of the sterile box with a piece of tissue paper. Another .
method that can be used is to store the mouthpieces in a medical bandage jar, using
tongs to remove them. Paruclpants can be able to pick out their own mouthpiece
from a dispenser. You will find it most useful to keep the mouthpieces and nose clips
in individual ziplock plastic bags or in Seal-a-Meal bags. You can then use the plastic
bag to remove the mouthpiece and discard it hygienically.
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Use a clean nose clip for each participant.

Although the risk of transmitting infection through spirometry is small or nil,
any respiratory infections that occur after a testing session may be blamed by the
participant on the test. This is particularly apt to occur if there is a sense that there is
not careful attention to cleanliness in all aspects of the procedure.

The testmg room should be clean, neatly organized, and well hghted and
ventilated. A view of the ocean, lake or mountains may also help!

You should also be careful to flush the stale air out of a spirometer several
times between patients. This will clean out the air from the spirometer and minimize
any chance of spreading airborne infections. Be careful, however, that you do not
aiiow the stale air to blow directly in either your face or the face of one of the
participants.

XII. Cleaning

The breathing tubes, nose clips, nebulizers, anc MDI spacers should be cleaned
and disinfected after each participant. The cardboard mouthpieces are disposable and
should be discarded after each patient. The tubing should be cleaned out with a long
brush with water and detergent to remove any debris that may have collected. It
should then be rinsed in tap water and allowed to soak for at least 20 minutes in a
disinfectant solution containing glutaraldehyde. Manufacturers of this solution
include Cidex, Sp’oromdm Wipe-Out and Procide. Please observe your insitution's
guideline for using these products. If you are sterilizing tubes, nebulizers , etc. in the
Iaboratory be sure to use gloves and perform these tasks in a fume hood or similar
setting. Other disinfectants such as alcohol, bleach solution, or benzalkonium are not
as effective in killing’ spores, and should not be substituted. Gas sterilization with
ethylene chloride is an acceptable alternative, but is not as readily available and tends
to deteriorate plastic. Some clear plastic items may become discolored after repeated
disinfection. This does not cause any health problem, but they appear unsightly to
participants and should be discarded.
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XIII. Glossary

ATPS - Ambient Temperature and Pressure of Saturated Gas. This is the condition
of the expired gas when it is collected into the spirometer.

ATS - American Thoracic Society. This is the organization that promotes standards
for spirometry testing.

Back-Extrapolation

___| EXTRAPOLATED VOLUME

8 TIME

In order to calculate the FEVI, it is necessary to measure the time that the
spirogram began ("Zero tlmc") Since the maximum flow may take a fraction of a
second to take place, this is corrected by using "Back-extrapolauon" Essentially, this
means drawing a line from the steepest portion of the volume-time curve and
extending it back to the baseline on the volume axis. Where these two lines intersect
is the zero time used for measurement of FEV1. The volume that has left the lung at
this zero time is-called the "Extrapolated Volume". A good maneuver has an
extrapolated volume that is less than either 5% of the FVC or less than 100 ml. If the
extrapolated volume is too large, the QC prompt will suggest that the patient start the
maneuver more rapidly.

Bell - This is the light plastic bucket-shaped transparent object that collects the air in
the spirometer. It is also a device that makes a pleasant ringing sound and calls you

to dinner.

Bell Factor - This is the factor that one must multiply the height excursion of the
spirometer in order to convert it to volume.
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BTPS - Body Temperature and Pressure of Saturated Gas. This is the condition that
gas is in when it is in your lungs. For consistency, all lung volume measurements are
“corrected" to the volume that would exist in the lungs in this condition.

Calibration syringe - For ACCESS, a 1-Liter and a 3-Liter calibration syringe
should be used. Although they are quite rugged, they should not be dropped from
any great heights as they may lose their accuracy if they are damaged. If you are
concerned that a calibration syringe is inaccurate, a quick check is to compare it to
another calibration syringe on the same spirometer.

DEC Computer Corporation - This is the company that manufactures the
computers attached to the spirometer. .

Dry-seal - This is the opposite of a wet-seal.
Extrapolated volume - See Back extrapolation.

Expire - This means to breathe out. It also means to die. Please do not tell the
participants to expire. They may not understand what you mean.

FEV1 - The amount of air expired in the first second during a forced expiratory
maneuver. '

FVC - Forced vital capacity. The maximum amount of air that can be expelled from
the lung during a forced expiration. The volume of air left in the lung is called the
Residual Volume (RV). The maximum amount of air that can be taken into the lungs
is called the TLC or Total Lung Capacity. Thus, FVC = TLC - RV.

Glutaraldehyde - This is the material contained in disinfectants such as Cidex and
Sporoc1dm that is used to disinfect splrometry tubmg and nebulizers. It is very
effective in killing bacteria and molds. It is also very irritating, and should be used
in a well-ventilated area or in an exhaust hood. You should wear gloves when
handling this material. Check with your local safety office regarding safe handling
of these materials.

Inspire - This means to breath in. It also means to motivate. You should inspire
.your test subjects to msplre deeply.

Leak test - This is a test where the spirometer is preséurized with a circular weight
placed on the top. No air should leave the spirometer.

Linearity check - This is a test to determine that the splromcter rises an equal
amount for each increment in volume. Usually when there is a problem with
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linearity, it means that there is a problem with the potentiometer or there is a leak
near the bottom of the spirometer bell.

NHLBI - The National Heart Lung and Blood Institute. This is the section of the
government that is organizing and paying for ACCESS.

Obstruction or Obstructive ventilatory defect - This is the condition in which
it takes longer than normal to empty the lungs during a forced expiration. It is used -
in contrast to restriction which means that the lungs are too small. Asthma is a
condition characterized by an obstructive ventilatory defect. Other conditions
include emphysema and chronic bronchitis. In some cases, asthma may appear to be
a restrictive condition because air is trapped in the lungs, and the vital capacity is
disproportionately reduced. You can also use the term “airflow limitation”.

Pneumotachometer - This is a device that measures air flow directly.

Potentiometer- A device that changes its resistance. A rotary potentiometer is used
to control the volume of a radio. A linear potentiometer is used to measure the

excursion of a spirometer.

Reference (Prediction) equations - Equations used to predict the average value
of lung function measures for a person of a certain age, sex, height, and race.

Restriction or Restrictive ventilatory defect - A disease process of the
respiratory system which causes-a reduction in lung volumes..

Spirometer - A device that measures gas volume expired from the lungs as a
function of time.

‘Spirometry - The measurement of the volume of gas.entering and leaving the lung.
In the context of this manual it refers only to the forced expiratory maneuver.

Thermistor - A device that measures temperature by changing its resistance.
* Water-seal or wet-seal - This is the type of spirometer we are using for this trial.

It uses water to seal the bell, but still allows the bell to move. Be sure to keep the
spirometer filled with water. Use distilled water to keep the crud down
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Appendix A
BTPS Conversion Factors
Barometric Pressure (mm Hg)
Temp, Temp. Water 760 130 100 670
Centigrade Fahrenheit Vapor
Pressure
: (mm Hg)
18.0 64.4 15.611 1.112 1.114 1.116 1.119
18.5 65.3 16.039 1.110 1.112 1.114 1.116
19.0. 66.2 16.488 1.107 1.109 1.111 1.114
19.5 67.1 16.958 1.104 1.106 1.109 1.111
20.0 68.0 17.450 1.102 1.104 1.106 1.108
20.5 168.9 17.963 1.099 1.101 1.103 1.105
21.0 69.8 18.498 1.097 1.098 1.100 1.103
21.5 70.7 19.054 1.094 1.096 1.098 1.100
22.0 71.6 19.631 1.091 1.093 1.095 1.097
22.5 72.5 20.230 1.088 1.090 1.092 1.094
23.0 73.4 20.850 1.086 1.087 1.089 1.091
23.5 74.3 21.492 1.083 1.085 1.086 1.088
24.0 75.2 22.155 1.080 1.082 1.083 1.085
24.5 76.1 - 22.839 1.077 1.079 1.081 1.082
25.0 77.0 23.545 1.074 1.076 1.078 1.079
25.5 719 24272 - 1.072 1.073 1.075 1.076
26.0 78.8 25.021 1.069 1.070 1.072 1.073
26.5 79.7 25.791 1.066 1.067 1.069 1.070
27.0 80.6 26.582 1.063 1.064 1.066 1.067
27.5 81.5 27.395 1.060 1.061 1.063 1.064
28.0 82.4 28.229 1.057 1.058 1.060 1.061
28.5 83.3 29.085 1.054 1.055 1.056 1.058
29.0 84.2 29962  1.051 1.052 1.053 1.055
29.5 85.1 30.860  1.048 1.049 1.050 1,051
30.0 86.0 31.780 1.045 1.046 1.047 1.048
30.5 86.9 32.721 1.042 1.043 1.044 1.045
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CHAPTER 4

SCHEDULE AND DESCRIPTION OF CASE AND CONTROL EVALUATIONS

4.1 INTRODUCTION

ACCESS consists of two components: a case control study to investigate the etiology of
sarcoidosis, and a prospective cohort study to investigate the clinical course of sarcoidosis. Inthe
etiology study, sarcoidosis patients (cases) and controls are interviewed by ACCESS Clinical
Center staff, asked to fill out questionnaires, and asked to provide specimens for subsequent
laboratory analyses. The first 252 cases were asked to participate in the ACCESS Clinical Course
Study; the recruitment goal was 240 cases with a minimum of 20 cases from each Clinical Center.
For the Clinical Course Study, Clinical Center staff contact enrolled cases by telephone at 6, 12 and
18 months after study entry. These cases are also asked to return for an examination
approximately 24 months after the baseline evaluation. For cases enrolled after June 1997, the
examination may be performed earlier than 24 months after entry. Data to be collected as part of
the baseline evaluations and the follow-up visits are described in this chapter.

4.2 ETIOLOGY STUDY

Sarcoidosis patients (cases) and an age-race-gender matched control for each case
participate in the etiology study. This part of ACCESS requires cases and controls to complete a
baseline evaluation.

When conducting the interviews for the etiology study, it is very important that the interview
locations and the approach to asking questions on the study forms be as similar as possible for the
cases and the controls. Any deviation in the type of surroundings or in the way the questions are
asked may affect an individual’'s recall so the procedures for administering the questionnaires
should be the same for all cases and all controls in each Clinical Center. For this reason it is
recommended that cases and controls be interviewed in the same location to the extent that is
possible. In some circumstances it will not be possible to bring a case or a control to the primary

interview location. In that situation, the interviewer should take care to create an atmosphere as
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similar as possible to that of the primary interview site. For instance, performing an interview in a
person’s living room that is filled with pictures of the person’s relatives may change the way the
person answers questions about his/her relatives.

It is also possible that the order that the questions are asked could affect the individual's
recall of events and associations. For this reason, is requested that the order of administration of
the questionnaires not be changed. For cases and controls, the order of administration of the
guestionnaires should begin with Form 10 and end with Form 23. The order of administration is
sequential. At any point during the administration of these questionnaires the case or control is
allowed to take breaks. When the respondent is ready to continue, he/she should resume taking
the questionnaire at the point where he/she left off. Since the physical examination may include
guestions about the case’s medical history, the physical examination and the laboratory tests should
be postponed until the core set of forms (Forms 10 through 23) have been administered. If it is
necessary to obtain the blood specimens before conducting the interview for a case, the blood
specimens for the matched control should be taken before conducting the interview; the Form 10
for the case and the Form 10 for the control should be completed noting that the blood specimens
were taken before the interview. Once the cases have finished with Form 23, they should be asked
the questions in Form 26.

Both cases and controls complete a baseline evaluation for the collection of required data
and biological specimens for future evaluation (see Table 4-1). The baseline evaluation includes
collection of demographic information (age, race, gender, residence, marital status, etc.), medical
history, environmental and occupational exposure history, questions about the individual's family
(firstdegree relatives), standardized psychosocial data on health related quality of life, and medical
care usage. These data are collected by administration of ACCESS Forms 10-23 (see Table 4-1).
In addition, cases complete a baseline questionnaire (Form 26) to collect data on matters pertaining

specifically to sarcoidosis.



ACCESS Procedures Manual
4-3

To assist in making edit corrections to the forms, and for the purpose of quality control
evaluations, the interviews in which the above information is collected are tape recorded. The tape
recording is erased within six months of the interview.

In addition to answering the questions on the forms, both cases and controls undergo
phlebotomy for specific tests and for specimens to be stored in an NHLBI repository. (See Chapter
6.) ACCESS cases have the following required procedures besides the questionnaires and
phlebotomy already mentioned: physical examination, tissue biopsy (which will be reviewed by a
pathologist), chest X-ray, spirometry with pre- and post-bronchodialators, standard biochemistry,
and a complete blood count (CBC) with differential. Bronchoalveolar lavage (BAL) specimens are
collected, if available from clinically indicated bronchoscopies. Forms 24 and 25 are completed to
record the physical examination and laboratory test data. The required laboratory test data may
have been collected on different dates prior to study entry; whenever this is the case the date of the
test results that is farthest from the date of entry should be recorded as the “date of the tests.” The
chest X-ray, spirometry, complete blood count, and other biochemical tests are expected to be
within six months prior to date of entry. If a test was performed more than six months prior to the
actual date of entry, the Request to Extend Time Window Form (Form 70) is completed and sent
to the CCC. CCC staff forward the completed Form 70 to the Study Chairman or Vice Chairman
(depending on who is available) for review. The decision for each request is reviewed with the
Executive Committee on scheduled conference calls.

Table 4-1 lists the ACCESS data and specimen collection activities scheduled for the
baseline evaluation for all cases and controls and the 24-month follow-up evaluation for the cases
enrolled in the Clinical Course Study.

4.3 CLINICAL COURSE STUDY

The process of recruitment for the follow-up study started with the first case enrolled in the

etiology study and continued until the end of September 1997 after 252 cases were enrolled in the

study. Clinical Center staff contact these ACCESS cases by telephone at 6, 12 and 18 months after
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entry. The telephone call is designed to maintain contact with the patient and to ask about the
patient's general well being. A Telephone Contact Summary (Form 28) is completed for each case
at each telephone contact. If Clinical Center staff are unable to contact the case, the Missed
Contact/Visit Form (Form 33) is completed and sent to the CCC.

A clinic visit is scheduled approximately 24 months after the patient's baseline evaluation.
Cases enrolled after June 1997 may be seen in the interval 21 to 24 months after entry. Atthe 18-
month telephone contact, the Research Coordinator discusses the timing of the follow-up
evaluation. The case is reminded by telephone or mail of his/her follow-up evaluation closer to the
time of the appointment. The follow-up evaluation includes a medical history, physical examination,
chest X-ray, spirometry, routine biochemistry, complete blood count and differential, and additional
tests as clinically indicated. A complete job history is obtained for a sample of cases selected by
the CCC; for all other cases, the job history between the baseline interview and the follow-up
interview is obtained. A follow-up blood specimen is collected. The chest X-ray, spirometry and
other required tests are to be within the period defined by three months before and ending six
months after the 24-month anniversary of the baseline interview. The Follow-Up Questionnaire for
Cases Only, Parts | and Il (Forms 35 and 36) are administered. These questionnaires are designed
to collect information specifically relating to sarcoidosis. In addition, a study physician completes
the Change in Organ Involvement Since Initial Examination Form (Form 37); this form is completed
for each case using the Physician Examination Forms (Form 24) completed at baseline and at the
Follow-up Visit. The procedures and forms required at the two-year follow-up visit are summarized

in Table 4-2, and a time line for data collection is presented in Figure 4-1.



ACCESS Procedures Manual
4-5

TABLE 4-1

ACCESS STUDY FORMS AND DATA AND SPECIMEN COLLECTION

CASES CONTROLS

Baseline 24-Month Baseline
Activity (Form) Evaluation  Follow-up Evaluation

Participant Information (Form 01) R
Confirmation of Eligibility (Cases) (Form 02)

Case Registration Worksheet (ATRS) (Form 03)

O U X X

Case Enroliment/Non-Enroliment Worksheet (ATRS) (Form 04)

Confirmation of Eligibility (Controls) (Form 05)

Control Status Worksheet (ATRS) (Form 06)

Enroliment Confirmation Form (from ATRS) (Form 09)

Demographics and Medical History Questionnaire (Form 10)
Blood Specimen Collection

Occupational History Worksheet (Form 11)

Occupational and Recreational Questionnaire (Form 12)

Environmental Questionnaire (Form 13)

Medications Questionnaire (Form 14)

Questionnaires 15-19

J X ® XV XV X X XV XV XV X

J X ®X X X XV XV XV X

Relationship Questionnaire A (Form 20)
Relationship Questionnaire B (Form 21) CR1 CR1
Family History Questionnaire (Form 22) R R

Family History Supplement (Form 23) CR2 CR2

Physical Examination Form (Form 24) R R

R = Required

R* = Required at 6, 12 and 18 months after enrollment.

R+ = Required if available from clinically indicated evaluations.

R++ = Required if initial diagnosis of sarcoidosis is probable or possible.
CR1 = Required if participant has biological children.

CR2 = Required if participant has more than nine siblings.

1/28/99
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TABLE 4-1
ACCESS STUDY FORMS AND DATA AND SPECIMEN COLLECTION
(Continued)
CASES CONTROLS
Baseline 24-Month Baseline
Activity (Form) Evaluation  Follow-up Evaluation

Laboratory Data Form (Form 25) R R

Spirometry with Pre- & Post-Bronchodilators R R

Complete Blood Count and Differential R R

Biochemistry R R
Baseline Questionnaire for Cases Only (Form 26) R
Chest Radiography Interpretation Form (Form 30) R R

Chest X-Ray R R
Diagnostic Specimen Report (Form 31) R

Tissue Biopsy R
Bronchoalveolar Lavage (BAL) Form (Form 32) R+
Tissue Sample Shipping Form (Form 40) R++
Telephone Contact Summary (Form 28) R*
Follow-up Questionnaire for Cases Only (Parts | and 11)
(Forms 35 and 36) R
Change in Organ Involvement Since Initial Examination (Form 37) R

R

R*
R+
R++
CR1
CR2

1/28/99

Required

Required at 6, 12 and 18 months after enrollment.

Required if available from clinically indicated evaluations.
Required if initial diagnosis of sarcoidosis is probable or possible.
Required if participant has biological children.

Required if participant has more than nine siblings.
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TABLE 4-2

PROCEDURES AND FORMS REQUIRED AT TWO-YEAR FOLLOW-UP VISIT

Procedures:

grwbdE

Physical Examination and Medical History

Chest X-ray

Spirometry (Pre- and Post-Bronchodilator)

Laboratory Tests (Biochemistry, CBC)

Job History (between baseline interview and follow-up interview for most cases; complete job
history for sample of cases selected by the ACCESS Clinical Coordinating Center)

Forms:

NookswhpE

Occupational History Worksheet (Form 11)

Physical Examination Form (Form 24)

Laboratory Data Form (Form 25)

Chest Roentgenography Interpretation Form (Form 30)

Follow-up Questionnaire for Cases Only (Part I) (Form 35)
Follow-up Questionnaire for Cases Only (Part Il) Form 36
Change in Organ Involvement Since Initial Examination (Form 37)
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FIGURE 4-1

CLINICAL COURSE STUDY:
SCHEDULE FOR SARCOIDOSIS SUBJECT ASSESSMENT (IN MONTHS)*

0 months 3 6 9 12 15 18 21 24 27 30
la 1b 1b 1b 1c

2 2

3 3

4 4

5 5

6 6

7

la) Entry evaluation (questionnaires)
1b) Telephone contact
1c) Follow-up questionnaires
2) Medical history and physical examination
3) Chest X-ray (posteroanterior view only)
4) Spirometry (Pre- and Post-Bronchodilator)
5) Laboratory: Biochemistry, complete blood count
6) Optional: Testing of other organs as indicated by clinical symptoms/signs
7) Biological specimen collection (see Chapter 6).

*  The following intervals will be used to bracket data collection for each time period: =1 month
for entry evaluation and for telephone contacts scheduled at 6, 12 and 18 months. For the 24-
month follow-up visit, the interval of data collection may extend to 30 months after enroliment,
but should be as close to 24 months from enroliment as possible and should not be less than
21 months from enrollment. Data obtained outside of these windows are to be collected,
although centers will emphasize the need to maintain maximum data collection within the
bracketed windows.
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CHAPTER 5

GUIDELINES FOR THERAPY OF SARCOIDOSIS

5.1 INTRODUCTION

Treatment guidelines are based on conservative therapy for patients who are asymptomatic
or have mild clinical abnormalities and steroid therapy for patients whose symptoms and
abnormalities indicate therapy. The guidelines outlined below are applied in all Clinical Centers to
the extent feasible for a referral patient population. It is expected that these guidelines will reduce
variability among Clinical Centers in the assessment of clinical course.

5.2 INDICATIONS FOR TREATMENT OF PULMONARY SARCOIDOSIS

The following is a suggested plan for treatment of patients participating in ACCESS.
Indications for treatment of pulmonary sarcoidosis: Include considerations of symptoms,
pulmonary function tests, radiographic abnormalities and presence of extrathoracic disease.
1) Symptoms
Progressive disabling dyspnea and/or cough is the major treatable symptom based on an
acceptable modified scale (e.g., Borg). Among the treatable symptoms are severe fatigue
and weight loss.
2) Chest radiographs
No chest X-ray findings would of themselves warrant systemic therapy for sarcoidosis
3) Pulmonary function
One or more of the following:

1) Vital capacity less than 70% of predicted.

2) FEV, (Forced Expired Volume in One Second, which is the amount of air expired in first
second during a forced expiratory maneuver) less than 70% of predicted.

3) DLCOg; (diffusing capacity of the lungs for carbon monoxide, single breath) less than
70% of predicted.

4) A decrement of 15% or more in any of the above parameters.
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5.3 EXTRATHORACIC SARCOIDOSIS (SIGNIFICANT ORGAN DYSFUNCTION OR
THREATENING ORGAN FAILURE)
Systemic therapy may be appropriate for extrathoracic sarcoidosis with organ dysfunction
or threatening organ failure of the following:
1) Ocular.
2) Neuromuscular.
3) Pituitary.
4) Cardiac.
5) Hypercalcemia.
6) Hypersplenism.
7) Hepatic.
8) Dermatologic.
9) Osseous.
10) Nasal/sinuses.
54 MEDICATIONS
1) Prednisone 30-40 mgm qd as initial dose. Taper monthly or bi-weekly to maintenance dose
of 10-15 mg daily. (Higher doses rarely necessary.)
a) Monitor closely for the following steroid side effects:
(1) Obesity.
(2)  Hypertension.
(3) Hyperglycemia.
(4) Hypopotassemia.
(5) Osteoporosis.
(6) Cataracts.
(7) Glaucoma.
(8)  Upper gastrointestinal symptoms.

(9)  Aseptic necrosis of bone.



2)

3)

4)

b)
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Isoniazid 300 mgm qd prophylaxis if PPD5;, (purified protein derivative, five tuberculin

units) is positive should be considered.

Anti-malarials -- Consider hydroxychloroquine (200 mg daily) or chloroquine in six-month

courses as the treatment of choice for dermatologic lesions and hypercalcemia. A six-

month interval off treatment between courses is recommended. These treatments require

ophthalmologic examinations before the start of new or repeat courses and every four

months.

Special circumstances:

a)
b)
c)
d)

Erythema nodosum -- Non-steroidal antiinflammatory drugs.

Anterior uveitis -- Ophthalmologic steroid drops.

Skin and hypercalcemia -- See above.

Abnormal liver chemistries alone are not an indication for prednisone therapy.
Progressive elevations of liver enzymes to levels greater than 3 times the upper level
of normal, especially for alkaline phosphates, would be treated at the attending
physician’s discretion.

Suggested indications for treatment of hypersplenism include a palpable spleen and
one or more of the following: Hemoglobin < 9.0 gm %; Hematocrit < 28%; White Blood

Cell Count < 1500; Platelets < 90,000.

Other medications and the ultimate decision to treat, not to treat and to alter therapy are left

to the discretion of the treating physician.
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CHAPTER 6
BIOLOGICAL SPECIMENS
6.1 OVERVIEW

The purpose of this chapter is to provide guidelines for the collection and disposition of
biological specimens (blood, bronchoalveolar lavage, and biopsy slides) in ACCESS.
Bronchoalveolar lavage (BAL) specimens are collected as residual specimens from clinically
indicated bronchoscopy procedures.

A summary of blood samples required from cases and controls in ACCESS follows:

Whole blood: 54 mlin EDTA; and

40 mlin heparin only for those Clinical Centers providing cell pellets
for RNA analysis by differential display polymerase
chain reaction (DD-PCR) as part of the special
laboratory study at the Beth Israel Hospital; unless
specifically notified by the Executive Committee
ACCESS Clinical Centers other than the Beth Israel
Hospital do not collect these specimens.

Study forms and data files are used to track processing, shipment and receipt of biological
specimens from Clinical Centers to Core Laboratories, Special Study Laboratories and the Central
Repository. All specimens collected and shipped including (blood and bronchoalveolar lavage) must
be handled according to universal precautions including double-bagging of mailed specimens. 6.2

BLOOD SAMPLE COLLECTION

6.2.1 Phlebotomy

Phlebotomy should be performed by venipuncture using a large enough needle (size #19 or
lower) to avoid hemolysis and trauma whenever possible, and limited use of the tourniquet.
Polyvinylpropyleneiodine (PVP) must be used to clean the subject’s skin and the rubber stopper of

the vacutainer tube.
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Sterile vacutainers should be used. The vacutainer tubes to use are: 5 large (10 cc) purple
top (EDTA), 4 large (10 cc) green top (heparin [selected Clinical Centers only]) and 1 small (4 cc)
purple top (EDTA) tubes.

Phlebotomy should be timed so that specimens can be received at the core facilities (see
below) between Tuesday and Friday. Clinical Center staff should send e-mail notification to core
facilities the same day shipments are being made to assist core facility staff preparation for
specimen receipt. By special arrangement the DNA Core Laboratory and Dr. Lesser’s laboratory*
(“Role of Mycobacterial Cell Wall Deficient Forms in Sarcoidosis,”) will receive specimens on
Saturday; Clinical Center investigators must contact Dr. lannuzzi and Dr. Lesser before noon on
Friday to determine whether or not a specimen can be received on Saturday.

6.2.2 Processing Blood Samples

All five large (10 cc) purple top tubes should be labeled and shipped by overnight mail at
ambient temperature to the core facility for processing of samples for DNA and plasma.
Address: Dr. Mary Maliarik

Pulmonary & Critical Care, Internal Medicine
Henry Ford Hospital

1 Ford Place, 5D

Detroit, Michigan 48202

One small (4 cc) purple top tube should be labeled and shipped by overnight mail at ambient

temperature for special cultures to:

Address: Dr. Marvin Lesser*
Bronx VA Medical Center
130 West Kingsbridge Road
Bronx, New York 10468

Initially only Beth Israel Hospital will collect specimens from cases and controls for the DD-

PCR special laboratory study. For Clinical Centers providing blood cells for RNA analysis, all four

*Dr. Peter Almenoff was Director of the Special Study Laboratory for Role of Mycobacterial Cell
Wall Deficient forms in Sarcoidosis” from September 1996 through July 1997.
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large green top tubes should be used to isolate peripheral blood mononuclear cells (PBMC) using
a standard ficoll-hypaque separation technique. The PBMC should be centrifuged into a cell pellet,
resuspended in solution D (guanidinium based solution) and stored at -70°C; shipping of these
samples on dry ice should occur within one month to the following address:
Dr. Patricia Finn
Respiratory Division
Brigham & Women’s Hospital
75 Francis Street
Boston, Massachusetts 02115
6.3 KVEIM BIOPSIES
Tissue diagnosis may be established with a Kveim skin test biopsy for patients who have
Lofgren’s syndrome (as defined by erythema nodosum). The use of the Kveim skin testin ACCESS
is permitted under an investigational new drug (IND) exemption awarded to Dr. Alvin Teirstein by the
U.S. Food and Drug Administration (FDA). All physicians using the Kveim skin test in ACCESS
must adhere to the procedures described in Dr. Teirstein’s IND proposal, obtain the patient’s
informed consent for use of Kveim, and report adverse reactions (see Exhibit 6-1). Tissue
specimens may be sent to Dr. Teirstein for all histopathology processing.
For patients whose diagnosis is made locally with Kveim biopsy tissue confirmation, one
pathology slide stained with hematoxylin and eosin should be sent to:
Dr. Alvin S. Teirstein
Mount Sinai Medical Center
1 Gustave L. Levy Place
Box 1232
New York, New York 10029
6.4 BRONCHOALVEOLAR LAVAGE (BAL) SPECIMENS
The recommended systematic approach to the collection, handling, and interpretation of
bronchoalveolar lavage fluid for patients in ACCESS is based on the collective experience of the
groups involved. Final details of the techniques have been developed as the result of a

questionnaire that established that each Clinical Center uses BAL techniques that are sufficiently

comparable to allow for standardized specimen collection. Patient samples are routinely cultured
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in Clinical Centers for mycobacteria and fungi. Either bronchial wash or BAL samples may be sent

for culture. It is not required that both be sent unless it is the standard procedure of that institution.

Sampling for cytology and bacterial cultures is done only if clinically indicated. Residual BAL

specimens available following clinically indicated bronchoscopy procedures are stored in ACCESS

Clinical Centers at -80° C and transported, frozen in batches (once every six months) to the Central

Repository operated by BBI - Biotech Research Laboratories* under contract with the NHLBI.

Standardized procedures recommended for BAL are:

1.

BAL should be performed in the areas of the middle lobe or lingula in patients with
diffuse disease and in the area of most disease in those patients with local disease.
The lavage volume should be 240 ml.
The fluid should be collected either by hand-held syringe or low-pressure suction.
For the purpose of the study, only one area should be analyzed and collected.
The gauze technique should not be used.
The initial 20 ml aliquots should not be discarded, but be part of the preparation.
From the cell count, determine the amount or dilution of neat fluid to use. The
concentration should be about 0.2 x 10° cells/ml. The following are some rough pre-
determined dilutions:

< 30 x 10° cells, use 200 pl neat fluid;

30-69 x 10° cells, use 100 pl neat fluid;

> 60 x 10° cells, use 1:2 dilution, 100 pl neat fluid and 100 pl Roswell

Park Memorial Institute (RPMI) solution or normal saline; and

> 150 x 10° cells, use 1:3 dilution.
Assemble slide, gasket, holder, and plastic well: 200 pl of pre-determined cell dilution

to the well. Place in the cytospin.

*McKesson Biosciences served as the Central Repository from March 1996 through November

1998.
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8. Unstained slides and Wright-Giemsa stained slides are made available to a central
laboratory for cell counts.

9. Cellcounts as well as lymphocyte subpopulations using flow activated cell sorting are
performed at the local laboratory. Use of additional markers beyond those to
determine general T cell population, including CD4 and CD8 subpopulations, are
obtained as clinically indicated.

10. In addition to the stained and unstained slides that are sent to the BAL Core
Laboratory, BAL samples are held for aliquots for shipment to the Central Repository.
In particular, four 2 ml aliquots are held at -80° C, and the cell button is prepared and
stored at -80° C for shipment to the Central Repository.

Each center prepares three sets of slides (six slides in three pairs of one Wright-Giemsa
stained and one air dried slide). One set is kept at the Clinical Center; one set is sent to the Central
Repository; and one set is sent for differential cell counts in the BAL Core Laboratory.

Pairs of BAL slides for differential cell count in the BAL Core Laboratory are labeled and
stored in the Clinical Center. These slides are shipped to the BAL Core Laboratory once every two
months or earlier if six or more pairs are ready for shipment. Shipment to the BAL Core Laboratory
should be accompanied by the ACCESS Bronchoalveolar Slide Transmittal List (Form 65). Pairs
of slides should be sent in standard slide transport packaging (e.g., cardboard slide holders) labeled
with each patient's ACCESS specimen number label, secured for transport (i.e., so that slides do
not fall out of holders), and packed appropriately (i.e., well protected in an envelope or package
marked fragile). Batches of pairs of slides should be sent to:

Dr. Robert Baughman
University of Cincinnati Medical Center
231 Bethesda Avenue, Room 6004
Cincinnati, Ohio 45267-0564
BAL specimens are stored, frozen at the Clinical Center. These specimens are shipped to

the Central Repository once every six months or more frequently if six or more patients’ specimens

are ready for shipment. Shipments to the Central Repository should be accompanied by the
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ACCESS Bronchoalveolar Lavage Transmittal List (Form 30). Shipping materials are provided by

the Central Repository. The following shipment procedures should be used:

1.

Specimens are shipped to the Central Repository on a Monday, Tuesday, or
Wednesday. Do not ship on a Thursday or Friday. Ship all specimens by Federal
Express.

Place 2 vials in each ziplock bag. Cotton balls are used as absorbent material in case
of leakage. Squeeze the air out of the bags and then close.

Place the ziplock bags into the aluminum can and then place the top on the can.
Place a layer of dry ice on the bottom of the shipping box. Place the aluminum cans
into the shipping box. A minimum of 7 pounds of dry ice per shipping day is required.
It is recommended that the box be filled with dry ice to ensure the samples remain
frozen in the event the shipment is delayed in transit.

Replace the styrofoam cover on the box and place the shipping paperwork on top.
Seal the cardboard container on the top and corners with packing tape.

Place the shipping labels on the box. Do not allow any labels to overlap! The

placement of the shipping labels is as follows.

Return Address Label placed on top in upper left corner
Consignee Address Label placed on top in lower right corner
Dry Ice “9" Label placed on top under Return Address Label

Diagnostic Specimens Label placed anywhere on top

Keep Frozen Label (optional) placed anywhere on top
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8. Enter the weight of dry ice (in kilograms) on the dry ice “9" label.

Pounds Kilograms

7 3.1

8 35

9 4.0
10 4.4
11 4.8
12 5.3
13 57
14 6.2
15 6.6

9. Place the Federal Express airbill holder on the front of the package.

10. A partially completed Federal Express airbill is included in your supplies. Complete
the following sections of the airbill:
Section 1: Type in the date, your Federal Express account number, and your
phone number.
Section 5: Record the weight (in kilograms) of dry ice in the package (e.g., 1
package x 6 kg)
Section 6: Record the weight (in pounds) of the package
Total the Packages and Weight columns
11. Fax the shipping information (date of shipment and airbill number) to the Clinical
Coordinating Center: Attention Martha Canner.
6.5 LABELING OF BIOLOGICAL SPECIMENS
The ACCESS Clinical Coordinating Center provides each Clinical Center with pre-printed
labels for blood specimens and bronchoalveolar lavage specimens and slides. The ACCESS label
sheets use randomized sample collection numbers in order to ensure the processing laboratories
remain “blind” to patient identification. There is one label sheet for blood samples, one label sheet
for BAL fluids and BAL slides, and one label sheet for pathology and Kveim slides. Figure 6-1is a

flow diagram for the shipment of specimens.
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6.5.1 Blood Samples

From the supply of labels for blood specimens, select the next sheet of labels which is
identified by “ACCESS BLOOD SPECIMENS” and by “SHEET XXXX?”, the first and second labels
in the left hand column (see Exhibit 6-2). Record the label sheet number on ACCESS Form 10,
Item 32. Record the case or control ID number on the label sheet in the space provided on Form
10. For each type of label, there are extra labels to be used if needed. Each label type has a unique
specimen number and can be used only for the specified specimen type. In Columns Two and
Three there are twelve (12) labels for the five large (10cc) purple top (EDTA) vacutainer tubes that
are used for DNA processing. In Column Four, there are six (6) labels for the one (1) small (4cc)
purple top (EDTA) vacutainer tube. In Columns Five and Six, there are twelve (12) labels - eight (8)
labels for the four large (10cc) green top (Heparin) vacutainer tubes and two (2) for the guanidinium
cell pellet. Labels are to be securely affixed to the specified tubes.

Place the last thirteen (13) rows (Rows 9 to 21) of labels on the sheet in an envelope and
ship with the specimens to the DNA Core Laboratory.

After all blood specimens are labeled, the Sheet Number Label, the second label in the left
hand column with the case or control ID number should be affixed to the appropriate page of the
Form 10. The top half of the label sheet should be attached to the completed Form 10.

All blood specimens are processed and shipped according to the instructions in Section 6.2.
6.5.2 Bronchoalveolar Lavage (BAL) Fluid and Slides

From the supply of BAL fluid and slide labels, select the next sheet of labels which is
identified by “ACCESS BAL Aliquots & Slides”, “SHEET XXXX”, the first and second labels in the
left hand column (See Exhibit 6-3). Record the label sheet number on ACCESS Form 32, Item 18.
Record the case ID number on the label sheet in the space provided. There are 58 labels with the
same specimen number to be used for the BAL fluids, aliquots, and slides. Process the BAL fluids
as stated in Section 6.4. For the air dried slides, affix the labels in an unobtrusive location on the

slides. Process and ship the slides according to the instructions in Section 6.4.  After all BAL fluids
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and slides are labeled, the second label in the left hand column with the case ID number should be
affixed to the appropriate page of Form 32.
6.5.3 Pathology and Kveim Slides

From the supply of ACCESS ID Labels, select the sheet of labels which matches the
assigned case or control study identification number. Each sheet of labels are identified by
“ACCESS ID XXX-XXXX Pathology and Kveim Slides” (Exhibit 6-4). Each sheet has thirty (30)

ACCESS ID number labels. Affix the labels in an unobtrusive location on the slides.
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FIGURE &-1

BIOLOGICAL SPECIMEN PROCESSING

* Heparinized (green top) tubes to be collected in the Beth Israel Hospital, Boston, Massachusetts only
(until further notice).

=* 2 Micrograms
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EXHIBIT 6-1

ACCESS KVEIM SKIN TEST DOCUMENTS

ADVERSE REACTION CASE REPORT FORM

ID: - Form Type_ A R 0 _1
Initials: __ Date of Kveim
Skin Test: S S
Month  Day Year
Reaction Time O 4 \Weeks 12 Weeks
Pain
Inflammation
Fever

Miscellaneous

Noted by Physician:

Reaction Time O 4 \Weeks 12 Weeks

Inflammation

Fever

Miscellaneous
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EXHIBIT 6-1 (Continued)
ACCESS KVEIM SKIN TEST DOCUMENTS
PATIENT'S NAME:
PERMISSION FOR KVEIM TEST FOR SARCOIDOSIS PROCEDURE
1. | hereby authorize Dr. or associates or assistants of his/her choice at the
(Clinical Center) to perform upon me or the above-named patient a Kveim skin test.
2. lunderstand that the Kveim test is performed by injection of a 0.15 cc (a few drops) of fluid into my
skin similar to a tuberculosis skin test.
3. lunderstand that the Kveim test is made from human tissue. There is considerable experience with

this test. The material has processed to minimize risks or harmful substances, however, the possibility of
unforseen events cannot be eliminated.

4. In four weeks, if a nodule appears in your skin, a small biopsy will be performed (about 1/3 of an inch)
under local anesthesia. You will feel the prick of the local anesthesia needle.

5. You will have a small scar at the site of the Kveim test biopsy.

6. | understand that there are other ways of making the diagnosis of sarcoidosis. They include
bronchoscopy, lymph node biopsy and other surgical procedures.

7.  For the purpose of advancing medical knowledge and education, | consent to the photographing,
videotaping or televising of the procedure to be performed, provided my/the patient’s identity is not disclosed.
| also consent to the admission of observers to the treatment room.

8. Any tissues or parts surgically removed may be examined and retained by the Hospital for medical,
scientific or educational purposes and such tissues or parts may be disposed of in accordance with
accustomed practice.

9. | acknowledge that no guarantees or assurances have been made to me concerning the results
intended from the procedure.

10. I understand that | may refuse the Kveim test and | will still receive optimal standard care for my
illness.

Witness Patient/Relative
(Optional): or Guardian:

(Print Name) (Print Name)
Date:

(Relationship, if signed by person other than patient)

I hereby certify that | have explained the nature, purpose, benefits, risks of, and alternatives to, the proposed
procedure, have offered to answer any questions and have fully answered all such questions. | believe that the
patient/relative/guardian fully understands what | have explained and answered.

Date: Physician:

(Signature)

*The signature of the patient must be obtained unless the patient is under the age of 18 or incompetent.
NOTE: THIS DOCUMENT MUST BE MADE PART OF THE PATIENT'S MEDICAL RECORD.
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EXHIBIT 6-3
SAMPLE ACCESS LABEL SHEETS
BAL FLUID AND SLIDES
ACCESS BAL ACCESS BAL ACCESS BAL ACCESS BAL ACCESS BAL ACCESS BAL
Aliquots & Slides 98765 98765 98765 98765 98765
SHEET 9001 ACCESS BAL ACCESS BAL ACCESS BAL ACCESS BAL ACCESS BAL
ID 98765 98765 98765 98765 98765
ACCESS BAL ACCESS BAL ACCESS BAL ACCESS BAL ACCESS BAL ACCESS BAL
98765 98765 98765 98765 98765 98765
ACCESS BAL ACCESS BAL ACCESS BAL ACCESS BAL ACCESS BAL ACCESS BAL
98765 98765 98765 98765 98765 98765
ACCESS BAL ACCESS BAL ACCESS BAL ACCESS BAL ACCESS BAL ACCESS BAL
98765 98765 98765 98765 98765 98765
ACCESS BAL ACCESS BAL ACCESS BAL ACCESS BAL ACCESS BAL ACCESS BAL
98765 98765 98765 98765 98765 98765
ACCESS BAL ACCESS BAL ACCESS BAL ACCESS BAL ACCESS BAL ACCESS BAL
98765 98765 98765 98765 98765 98765
ACCESS BAL ACCESS BAL ACCESS BAL ACCESS BAL ACCESS BAL ACCESS BAL
98765 98765 98765 98765 98765 98765
ACCESS BAL ACCESS BAL ACCESS BAL ACCESS BAL ACCESS BAL ACCESS BAL
98765 98765 98765 98765 98765 98765
ACCESS BAL ACCESS BAL ACCESS BAL ACCESS BAL ACCESS BAL ACCESS BAL
98765 98765 98765 98765 98765 98765
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CHAPTER 7

CLINICAL CENTER PROCEDURES

7.1 INTRODUCTION

The Research Coordinator plays an important role in each Clinical Center participating in
ACCESS. This individual is usually the Clinical Center staff member who has the largest time
commitment to the study and who is most familiar with study procedures and operations. Thus,
with the Principal Investigator, this person shares responsibility for the efficient, enthusiastic
operation of the Clinical Center, quality of the data collected and transmitted to the Clinical
Coordinating Center (CCC), and adherence of all Clinical Center staff to the study protocol.
Standardization of procedures is necessary if pooling of findings across Clinical Centers is to be
valid. The procedures described in this chapter are those which are followed in all Clinical Centers
and which the Research Coordinators and Principal Investigators are responsible for implementing
and maintaining.

7.2 MATERIALS SENT FROM THE CLINICAL COORDINATING CENTER

Each Clinical Center receives from the CCC data collection forms to be used for recording
study data.

A microcomputer and printer for ACCESS functions were provided by the CCC to each
Clinical Center prior to the initiation of case and control recruitment. The microcomputer is used
for data entry and initial editing of the data, and for electronic mail communications (see Volume I
of ACCESS Procedures Manual for details).

7.3 CASE/CONTROL SELECTION AND ENROLLMENT

Cases and controls must fulfill certain eligibility requirements in ACCESS. The procedures
required as part of the screening process are described in Chapter 1 (Recruitment Procedures and
Information Flow Charts) of this volume of the Procedures Manual. The following sections describe

Clinical Center procedures for facilitating completion of these examinations and procedures.
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7.3.1 Case Selection

Potential ACCESS cases may be admitted to the Clinical Center for diagnosis or treatment
or referred to the Clinical Center by their personal physicians for participation in the study. A Case
Screening Log is used by Clinical Center staff to record preliminary assessment of eligibility
determined by review of medical records. Completion of the Screening Log for Cases was
discontinued in October 1997. Each case is assigned a study ID (identification) number (from a list
provided by the CCC). Potential new cases who are identified as ineligible for ACCESS by this
assessment are not contacted for possible participation in ACCESS. If the information from the
medical record indicates that a potential new case may be eligible for ACCESS, Clinical Center staff
arranges an interview with the potential new case.

7.3.2 Initial Interviews with Potential New Cases

Advance work by the Clinical Center staff facilitates completion of interviews and reduces
waiting time. To be properly prepared for the patient’s visit, it is suggested that the Clinical Center
staff follow the procedures described below.

The Research Coordinator in each Clinical Center assembles screening packets so that
forms and other materials are readily available. These packets should include a consent form for
the potential case to sign, a Form 01 (Participant Information), a Form 02 (Confirmation of Eligibility -
Cases), and a Form 03 (Case Registration Worksheet - ATRS). The ID number assigned to the
potential case should be written on the Form 02 and Form 03 in the spaces provided.

During the interview, the interviewer determines the potential case’s willingness to participate
in the study and, if willing, obtains informed consent, completes Form 01 and begins completion of
Form 02 and the process of tissue collection for diagnosis of sarcoidosis, if the potential case has
not already had tissue collected and examined. If the potential case is willing to participate in the
study and fulfills eligibility criteria, Form 03 is completed and the potential case is registered on the
Automated Telephone Response System (ATRS). However, the potential case cannot be enrolled

in the study until a positive diagnosis of sarcoidosis is obtained by examination of tissue specimens
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(see Chapter 3). When a potential case is officially enrolled, the Form 02 is completed and the data
on the form entered into the database. The Form 31 (Diagnostic Specimen Report) is completed
for each enrolled case and entered in the database. Whatever the outcome of the tissue pathology
report, the status of the case is updated on the ATRS by transferring the information on the
completed Form 04 (Case Enrollment/Non-Enroliment Worksheet) by telephone. If the case is
enrolled, a facsimile transmission is sent by the ATRS to the Clinical Center as Form 09, Enrollment
Confirmation Form. This form should be checked and entered into the local database within 24
hours of case enrollment. As soon as the case is officially enrolled, the Research Coordinator
schedules an appointment with the case for the extended interview, physical examination, and blood
drawing.
7.3.3 Control Selection

As soon as a case is enrolled using the ATRS, the Clinical Center is sent Form 09,
Enroliment Confirmation Form; this form must be entered into the local database to confirm the age,
gender and ethnic origin of the case. After receipt of the Form 09 data, the CCC staff and the RDD
(Random Digit Dialing) Interview Group begin the procedures (described in Chapters 1 and 9) to
select a control who will match the case in age, gender and race (ethnic origin). When the RDD
Interview Group has identified a potential control, the RDD Interview Group sends the name and
telephone number of the individual to the Clinical Center by facsimile transmission. The Research
Coordinator attempts to call the potential control and sends a letter (see Exhibit 1-1 in Chapter 1)
as soon as possible. This letter provides an explanation of the study and thanks the potential control
for his/her interest in ACCESS. The telephone call should be timed so that it is made very soon
after receipt of the RDD notification of a potential control. During the telephone call, the Research
Coordinator arranges a visit with the potential control, preferably at the Clinical Center. (The visit
may take place at the potential control’'s home or workplace, if necessary.) Clinical Center staff
make every effort to schedule appointments with the potential controls within two weeks of receiving

the notification of the potential control. If a potential control does not complete an appointment after
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five separate discussions on scheduling an interview with Clinical Center staff or could not be
contacted after at least five attempts at different times, the control should be considered a refusal.
If the potential control refuses to participate, does not complete the visit or is determined to be
ineligible, the CCC is notified by transferring, by telephone, the information on the completed Form
06 to the ATRS.

The packet prepared for the visit of each control contains an informed consent form, a Form
01 (Participant Information), a Form 05 (Confirmation of Eligibility - Controls) and a Form 06 (Control
Status Worksheet - ATRS). The potential control is assigned an ID number from the list provided
by the CCC and the number recorded on the forms in the spaces provided. If the potential control
is eligible at the visit, the control signs the consent form, is interviewed, and is enrolled. The CCC
is notified by transferring, by telephone, the information on the completed Form 06 to the ATRS. The
Form 05 is completed and entered into the database within a day or two of receipt. A facsimile
transmission of Form 09, Enroliment Conformation Form for this control is sent by the ATRS to the
Clinical Center. This form should be checked and entered into the local database within a day or
two of receipt.
7.4  BASELINE EVALUATION AND INTERVIEW

7.4.1 Baseline Evaluation for Cases

The Research Coordinator prepares a packet of forms prior to the scheduled visit for the
baseline evaluation for each case. The packet should contain a Form 10 (Demographics and
Medical History Questionnaire), Form 11 (Occupational History Worksheet), Form 12 (Occupational
and Recreational Questionnaire), Form 13 (Environmental Questionnaire), Form 14 (Medications
Questionnaire), Forms 15 - 19 (Scales A - E), Form 20 (Relationship Questionnaire A), Form 21
(Relationship Questionnaire B), Form 22 (Family History Questionnaire), Form 23 (Family History
Supplement [to be used only if needed]), Form 24 (Baseline Physical Examination Form), Form 25
(Laboratory Data Form), Form 26 (Baseline Questionnaire for Cases Only), Form 30 (Chest

Radiograph Interpretation Form), and Form 32 (Bronchoalveolar Lavage Form). The Research
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Coordinator makes prior arrangements with the Clinical Center Physician, the Interviewer (if the
Research Coordinator does not do the interviewing), the Spirometry Technician, and the
phlebotomist to be available for the baseline evaluation of the case.

All scripts, anchor date cards and response cards should be readily available. All forms are
completed using the guidelines provided in Section 7.6 and the scripts and instructions for each
form (see Volume I, Part B of the ACCESS Procedures Manual).

When the evaluation is completed, all forms are data entered using the dedicated Clinical
Center microcomputer. (See Volume Il of the ACCESS Procedures Manual for data management
procedures). Only pages 1 and 4 of Form 11 are entered in the local database. The entire Form
11 is copied and the copy kept at the Clinical Center. The original is forwarded to the CCC for
Standard Industrial Classification/Standard Occupational Classification( SIC/SOC) Coding. Blood
specimens and bronchoalveolar lavage (BAL) specimens are processed according to procedures
described in Chapter 6, Procedures for Biological Specimen Collection, Processing and Shipping.
Chest X-rays are processed using the procedures described in Chapter 3, Diagnosis and
Assessment.

7.4.2 Baseline Evaluation for Controls

The baseline evaluation of an eligible control can be scheduled to follow the initial interview
for determining eligibility or completed at a separate visit performed within one month of enrollment.
The packet for the control baseline evaluation contains all the forms listed in Section 7.4.1 with the
exception of Forms 24, 25, 26, 30, 31 and 32. All forms and materials are processed using the
procedures described in Section 7.4.1.

7.5 TELEPHONE CONTACTS AND FOLLOW-UP EVALUATION FOR CASES

The first 252 (goal was 240) ACCESS cases were enrolled in the Clinical Course Study. The
Research Coordinator or Interviewer contacts these cases by telephone at 6, 12, and 18 months
after baseline. Form 28 (Telephone Contact Summary) is used to record information obtained

during these telephone contacts. Each case who participates in the Clinical Course Study is
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scheduled for a follow-up evaluation between 24 and 30 months after the baseline evaluations.
Cases enrolled after June 1997 may be seen in the interval 21 to 24 months after entry. Form 24
(Physical Examination Form), Form 25 (Laboratory Data Form), Forms 35 and 36 (Follow-up
Questionnaire for Cases Only, Part | and Part Il, respectively) and Form 37 (Change in Organ
Involvement Since Initial Evaluation) are completed at the follow-up evaluation. A chest X-ray is
obtained and processed as described in Chapter 3, Diagnosis and Assessment. If the Clinical
Center staff cannot locate a case for a telephone contact or the case does not come to the Clinical
Center for his/her two-year follow-up visit, the Missed Contact/Visit Form (Form 33) is completed.
All data collected are entered into the database using data entry procedures described in Volume
Il of the ACCESS Procedures Manual.

7.6 COMPLETING AND REVIEWING STUDY FORMS

Black ink should be used for completing the forms. This facilitates the photocopying of a
sample of forms selected for data entry at the Clinical Coordinating Center. For items which cannot
be answered by a check mark (T) or an "X," the response should be printed clearly in the space
provided. Abbreviations should not be used unless necessary and then should be only widely-
recognized abbreviations. The first items to be completed on any study data form are the
participant’s ID number and Form Type, if the Form Type is not already printed in the upper right-
hand corner of the first page. The initials and other information requested in the "Visit Identification”
section of the form are completed next. The remaining sections of the form are completed by
appropriately trained and certified ACCESS staff members.

When the form is returned to the Research Coordinator at the end of the interview,
examination or procedure, the Research Coordinator should review it, preferably while the
participant is still in the Clinical Center, to assure that all required information has been recorded
in a legible, unambiguous fashion. Missing and/or inconsistent items are reviewed with the individual
staff members who completed that section of the form. Any administrative information requested

at the end of the form is supplied by the Research Coordinator.
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Since data entry staff are to enter the data exactly the way the forms are completed, the
providers of the data are requested to complete the forms as clearly and as legibly as possible, and
to follow certain conventions in reporting data to minimize the possibility of errors in processing the
data collection forms.

l. Responses Answered by a Check Mark (T) or an "X"

If a response is to be answered by a check mark (T) or an "X,"
then only a check mark or an "X" within the parentheses is an
acceptable response.

Il. Numeric Responses

For items which require a numeric response, the exact number
of spaces is indicated. Answers to integer items which require less
than the number of spaces provided must be right justified. For
example, 3 spaces are provided for diastolic blood pressure; if the
participant’s diastolic blood pressure is 80 mm Hg, it may be recorded
as_800r080.

Answers to items calling for responses with decimal places must
have all the decimal places completed and filled with trailing zeros if
necessary. For example, four spaces, including one decimal place,
are provided for height in centimeters. If the height is exactly 153

centimeters, it should be recorded as 1 5 3.0.

M. Overwritten Responses

A.  Ifthe response has been written over to carefully delineate
the existing mark, the response is acceptable. The tracing
of the existing mark(s) should be done in black ink.

B. If the response has been written over to change the

response, the response is considered illegible unless the
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desired response is clearly designated, initialed and dated.
The desired check mark or "X" must be clearly and neatly
circled, initialed and dated by the individual designating the
correct response.

C. Anincorrect numeric or alphabetic response is completely
crossed out and the correct numeric or alphabetic
response written clearly and neatly above or below the
original response. The correct response is circled, initialed
and dated by the individual making the correction. An
incorrect response should never be circled or initialed.

V. Completion of Dates

The dates on ACCESS data collection forms are written month, day, and year
using alphabetic abbreviations for the month and numbers for the day and year. For
example, October 21, 1996 is written OCT-21-1996.

7.7 EDIT STATEMENTS

In spite of earnest attempts by all members of the Clinical Center staff, items on the data
collection forms are sometimes overlooked, information is sometimes recorded in the wrong format,
or items are answered inconsistently. In order to identify such problems as well as errors that may
have occurred during data entry and to retrieve as much information as possible, all data are
subjected to a local computer edit to detect missing or improbable answers to each and every item.
The data transmitted to the CCC are also subjected to a computer edit.

Problems detected by the special computerized edit procedures trigger "edit messages" or
statements which are printed at the Clinical Center for staff resolution immediately after data entry.
Thus, data entry of forms soon after form completion is highly desirable so that edit queries can be
processed while Clinical Center staff can still recall the details of the data collection interview. The

data transmitted to the CCC are edited within one week of receipt and any edit messages are sent



ACCESS Procedures Manual - Volume |
7-9

to the appropriate Clinical Center for resolution. The format of edit statements generated by the
local edit and central edit is identical and the same procedures are used to respond to both types
of edit queries.

7.7.1 Types of Problems Listed on Edit Statements

1. Inconsistencies

a.  Within a form, the responses to different parts of an item
are checked for consistency. For example, if certain parts
of the item are to be answered only if the first part of the
item is answered "YES," a message is generated for each
item that is answered if the first part is answered "NO."

b.  Within a form, responses to different items are checked for
consistency. For example, if the response to the question
asking if the case has non-thoracic involvement is “YES,”
involvement of at least one organ system must be
indicated.

2. Out-of-Range Checks

Values that are outside specified limits are identified.

3. Unanswered ltems

All non-valid unanswered items are identified. An
unanswered item is indicated on the edit statement by an aster-
isk(*) under the old value column (Exhibit 7-1).
An edit message is printed for each error identified by the computer edit. The list of edit

messages for a specific form is referred to as an Edit Statement.
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7.7.2 Format of Edit Statements

The format of the Edit Statement is designed to limit the work required to "correct” the item
in question, as well as to limit the possibility of additional "errors" in processing the corrections at
the Clinical Centers. The Edit Statement consists of basic identifying information, the edit
messages and the general instructions for correcting edit messages. An illustration of a typical
statement is presented in Exhibit 7-1.

The top left side of the edit statement identifies the form number and revision number, the
Clinical Center Number, and participant ID number. The top right side identifies the participant
initials, the visit, and the date of visit for the form edited. The date the edit was printed appears in
the title of the edit statement.

The edit statement consists of the following information:

The type of error detected.
The number of the item in question.
The name of the item in question, if applicable.
Original or old value.
The value given in this column is:
a. The value or date recorded on the form, for
write-in responses, or
b. The precoded number printed within
parentheses on the form for checked
answers, or
C. An (*) if the answer is missing.
Edit messages for unanswered items and for out-of-range items are printed first, followed

by the edit messages for the inconsistencies and date checks.
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7.7.3 Specific Procedures for Correcting Edit Statements

Time should be set aside during at least one day a week to respond to edit statements.
Each form failing edit is checked against the edit statement. The particular item failing is located
on the form, corrected on the form, and the correction is circled, initialed and dated. If an item is
listed as out-of-range but is correct, the value on the form is noted as correct by circling, initialing
and dating the item. Edit statements are filed with the forms to which they refer so that they are
available for audits. The database is be corrected using the procedures described in Chapter 8,
Volume Il of the ACCESS Procedures Manual.

If Clinical Center staff identify an item or subitem that requires correction that is not listed on
the edit statement, an unsolicited correction is made to the form and the correction entered into the
database using the same procedures as those for forms failing edit.

7.8  PROCEDURES FOR USING THE AUTOMATED TELEPHONE RESPONSE SYSTEM
(ATRS)

When using the Automated Telephone Response System (ATRS), authorized personnel can
only register cases and controls for the Clinical Center in which they are working. Access to the
system is gained by calling the telephone number listed at the top of the ATRS Worksheet and
logging into the system by entering the appropriate Personal Identification Number (PIN) and Clinical
Center Password on request. These numbers should be kept secure (either on your person, or in
a secure location not accessible to others). ATRS certified staff should not disclose his/her PIN to
others at the Clinical Center. The Clinic Password (CP) is common to all personnel eligible to
register cases and controls at a Clinical Center, but should not be disclosed to persons other than
those authorized to use the system.

The steps in the process are as follows. First, enter the case’s (or control’'s) Identification
Number (ID) and initials in the appropriate spaces on the worksheet. Next, using the coding chart
located above the spaces for the initials, numerically transcribe the case’s (or control’s) initials into

a series of 6 numbers, and place these numbers in the spaces provided for Character Codes.
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Second, call the number for the ATRS. The call can be initiated from any telephone with a touch-
tone dial. Third, follow the verbal instructions. As the verbal instructions request numerical
information to be entered, push the necessary numbers on the touch-tone phone pad to enter the
numbers. The system does not accept voice input; only the touch-tone sounds are recognized by
the system. If there is a problem, the Clinical Coordinating Center Coordinator (410-435-0663)
should be called to provide assistance. At the conclusion of the call to the ATRS, the individual
placing the call is given the current status for the case or control. ATRS Worksheets are to assist
Clinical Center staff in registering cases and controls and reporting on the status of each registered
case and control until the case or control is enrolled or declared ineligible.

To use the ATRS, the user must have:

1. A Personal Identification Number (PIN);

2. A Clinical Center Password; and

3. The appropriate completed ATRS Worksheet (Forms 03, 04 and 06).
7.9 QUALITY CONTROL
7.9.1 Audits

Periodically, staff from the CCC visit each Clinical Center to compare the data submitted
electronically to the CCC with the paper forms and edit statements on file in the Clinical Center. The
Research Coordinator is responsible for providing the paper forms requested in advance for audit.
Additional information on audits is provided in Chapter 8.
7.9.2 Data Entry Comparisons

Several times a year each Clinical Center is requested to send copies of a sample of data
collection forms to the CCC. These forms are entered at the CCC by an experienced data entry
operator. The data entered at the Clinical Center are compared with the data entered at the CCC

and discrepancies reported to the Clinical Center. (See Chapter 8.)
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7.10 OTHER DUTIES OF THE RESEARCH COORDINATOR
7.10.1 Supply Orders

The Research Coordinator is responsible for keeping the Clinical Center stocked with
supplies of materials needed for ACCESS.

Forms and copies of manuals and reports are ordered from the CCC. A Form Requisition
Sheet is shown in Exhibit 7-2.

Materials for submitting specimens to the Core Laboratories are obtained from the Core
Laboratories (see Volume IV of the ACCESS Procedures Manual). Other supplies are ordered from
the appropriate local or national suppliers.

7.10.2 Certification of Clinical Center Staff

Certification is required for each Clinical Center member who performs one or more of the
various tasks involved in patient examination or evaluation and data collection and handling. The
procedures for training and certification are described in Chapter 10.

7.10.3 Other Procedures

CCC staff are to be notified promptly of changes in Clinical Center personnel, Clinical Center
address, or telephone numbers so that the ACCESS Address Directory can be maintained
correctly. Changes are reported by sending an updated copy of the Address Directory page to the
CCC.

It is recommended that an individual in each ACCESS Clinical Center, usually the Research
Coordinator, maintain a calendar of ACCESS meetings and training sessions, deadlines for special
projects, dates for submission of budgets, etc.

All ACCESS memoranda, summary notes and reports are issued unique numbers,
designating the type of document, e.g., memoranda, summary notes or reports. Beginning May
1998, all numbered memoranda are sent by e-mail. Allnumbered ACCESS documents should be

printed and filed for easy reference. Research Coordinators are expected to read and understand
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all numbered memoranda. Any questions concerning ACCESS memoranda or other documents
are referred to the CCC as soon as possible.

The ACCESS Protocol, Procedures Manual, and Address Directory are kept up-to-date by
inserting revised pages as they are distributed by the CCC. Volume IIA of the Procedures Manual
contains a copy of the latest revision of each ACCESS form and should be available to the Clinical
Center staff for reference. The forms in Volume IIA are not to be used for data collection.

Information requested by the CCC or other groups should be provided promptly. If an

immediate response is not possible, the appropriate individual should be notified.
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EXHIBIT 7-1
ACCESS Edit Query

Feb-12-1997
Form/Rev: 02 /0 Initials: FFF
Clinic: 999 Visit: CAO01
ID: 9992345 Visit Date: Feb-11-1997
ITEM OLD VALUE

This response is out of range.
5 Age 72
PLEASE VERIFY THIS RESPONSE.

This (These) response(s)
5 Age 72
is (are) inconsistent with some or all of the following responses

5A Less than 18 yrs old 1

This (These) response(s)
10D Other biopsy 2
is (are) inconsistent with some or all of the following responses

10D _rk Specify other biopsy Missing
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EXHIBIT 7-1 (Continued)

ACCESS Edit Query

Feb-12-1997
Form/Rev: 02 /0 Initials: FFF
Clinic: 999 Visit: CA01
ID: 9992345 Visit Date: Feb-11-1997
ITEM OLD VALUE
This (These) response(s)
14 Any stops 2

is (are) consistent with some or all of the following responses

5A
8A
8B
8C
8D
8
8F
9
11B
11C
13

Less than 18 yrs old
Tuberculosis
MD-sarcoid 6 mo ago
Billiary cirrhosis
Crohns disease
Histoplasmosis RX
Beryllium

Specimen obtained
Path rpt-sarcoidosis

Any path exclusion

N N N P N NN N DM N DN PP

Culture positive

7-16
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EXHIBIT 7-2

ACCESS Form 51
Rev. 0 1/26/99
FORMS REQUISITION SHEET FOR CLINICAL CENTER USE Page 1 of 2

Clinical Unit No. ___ Date of Requisiton;: - - -
Month Day Year
Requested by: Telephone Request: ()
QUANTITY FORM NUMBER FORM
- 01 Participant Information
- 02 Confirmation of Eligibility (Cases)
- 03 Case Registration Worksheet (ATRS)
- 04 Case Enrollment/Non-Enroliment Worksheet (ATRS)
- 05 Confirmation of Eligibility (Controls)
- 06 Control Status Worksheet (ATRS)
- 10 Demographics and Medical History Questionnaire
- 11 Occupational History Worksheet
- 12 Occupational and Recreational Questionnaire
- 13 Environmental Questionnaire
- 14 Medications Questionnaire
- 15 Questionnaire 15
- 16 Questionnaire 16
- 17 Questionnaire 17
- 18 Questionnaire 18
- 19 Questionnaire 19
- 20 Relationship Questionnaire A
- 21 Relationship Questionnaire B
- 22 Family History Questionnaire
- 23 Family History Supplement
- 24 Physical Examination Form
- 25 Laboratory Data Form
- 26 Baseline Questionnaire for Cases Only
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EXHIBIT 7-2 (Continued)

7-18

REQUISITION SHEET FOR CLINICAL CENTER USE  ACCESS Form 51
Rev. 0 1/26/99

Page 2 of 2
QUANTITY FORM NUMBER FORM
28 Telephone Contact Summary
29 Affected Relative Report Form
30 Chest Roentgenography Interpretation Form
31 Diagnostic Specimen Report
32 Bronchoalveolar Lavage Form
33 Missed Contact/Visit Form
35 Follow-up Questionnaire for Cases Only (Part I)
36 Follow-up Questionnaire for Cases Only (Part II)
37 Change in Organ Involvement since Initial Examination
40 Tissue Sample Shipping Form
51 Forms Requisition Sheet
60 Bronchoalveolar Lavage Transmittal List
61 DNA Blood Specimen Shipping Form
62 L-Forms Blood Specimen Shipping Form
65 Bronchoalveolar Lavage Slide Transmittal List
Screening Log for Cases
Log for RDD Controls
QUANTITY MATERIALS
Clinical Coordinating Center Address Labels
Blood Specimen Label Sheets

FOR CLINICAL COORDINATING CENTER USE ONLY

Date Received at Clinical Coordinating Center: - -

Month Day Year

Date Forms/Materials Mailed: - -

Month Day Year
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CHAPTER 8

CLINICAL COORDINATING CENTER PROCEDURES

8.1 INTRODUCTION
The Clinical Coordinating Center (CCC) is organized and staffed as part of Clinical Trials
& Surveys Corp. (C-TASC) to serve the needs of ACCESS. The CCC staff fulfill key roles in
developing and implementing the study’s statistical design, data collection and management, and
analysis of study results. The major responsibilities of the CCC, which serves as the central data
repository for the information collected under the study protocols, are: (1) serve as communication
center for the study; (2) provide and maintain a distributed data management system for each
Clinical Center; (3) work with the RDD (Random Digit Dialing) Interview Group to establish
procedures for selecting controls; (4) maintain a central database of data integrated from all Clinical
Centers and the Core and Special Study Laboratories; (5) generate analyses to monitor for evidence
of the etiology of sarcoidosis and for adherence to the study protocol; and (6) generate analyses to
meet the goals of the study. The objectives and procedures designed to achieve these obligations
are presented in this chapter.
8.2 OBJECTIVES OF THE CLINICAL COORDINATING CENTER
The general aims of the ACCESS CCC are to:
C Serve as a collaborating partner with the other investigators in the organization,
design, conduct, and analysis of the study.
C Provide biostatistical and epidemiologic expertise to the study in the area of design
and operation of this multicenter study.
C  Work with the other investigators to draft and revise as necessary the Protocol,
Procedures Manual, and study forms.
C Provide expertise in the area of data management systems and statistical analysis.
C Develop and implement the required data processing procedures for handling all

study forms and materials.
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C Develop, implement and maintain quality control procedures to detect and correct
deficiencies in data collection, processing or analyses.
C Provide facilities and staff to carry out appropriate analyses to monitor the study for
evidence of the etiology of sarcoidosis and other study goals.
C Serve as the communication center for the study.
C Prepare progress reports and assist in preparation of publications.
8.3 ORGANIZATION OF MEETINGS AND CONFERENCE CALLS

The members of the ACCESS CCC play a major role in the organization and conduct of
investigator meetings, subcommittee meetings, and conference calls held during all phases of the
study. The ACCESS CCC staff provide training to ACCESS Clinical Center staff in the collection
and processing of data, as necessary. In addition, the ACCESS CCC staff provide logistical support
for orientation and training sessions.

During participant recruitment and follow-up, it is anticipated that a number of aspects of the
protocol will require clarification, certain procedures will require revision as a result of the Clinical
Center experience, and specifications for other procedures will require development. ACCESS
CCC staff periodically review current procedures and develop additional procedures as needed
throughout the course of the study.

8.4 DATA COLLECTION AND STORAGE
8.4.1 ACCESS Procedures Manual

The ACCESS Procedures Manual provides a detailed description of study design,
organization, methods, definitions, and procedures used in data collection and processing. The
professional staff of the CCC in conjunction with Clinical Center investigators are responsible for
the coordination of the preparation of this document for approval by the Executive Committee,
Steering Committee, and Data Safety and Monitoring Board. This Manual will be revised as
necessary during the course of the study. The CCC staff prepare and supply all ACCESS forms

to the ACCESS Clinical Centers.
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8.4.2 Data from the Clinical Centers

The CCC staff receive recruitment information on cases and controls by telephone by
means of the Automated Telephone Response System (ATRS). Data for cases and controls are
received by electronic transmission from the Clinical Centers’ distributed data management
systems (see Volume Il of the ACCESS Procedures Manual). Some forms are sent by mail for
central processing.
8.4.3 Datafrom the Core and Special Study Laboratories

Specimens are sent directly to the DNA Core Laboratory from the Clinical Centers, and
specimen transmittal information is contained in forms entered into the Clinical Center data
management system. CCC staff use these data to generate an electronic log of all specimens.
The DNA Core Laboratory staff complete a report about the condition of the specimen received,
(e.g., frozen or thawed), and the number of aliquots made from each specimen. The electronic log
is used to identify as delinquent any reports not received from the DNA Core Laboratory two weeks
after a Clinical Center shipped the specimen. These procedures are also used to track the
specimens shipped from the DNA Core Laboratory to the Central Repository, the Medical University
of South Carolina and the University of lowa. Similar procedures are used to track the specimens
sent from the Clinical Centers directly to the RNA Core Laboratory or directly to the Central
Repository. At regular intervals, CCC staff prepare lists of specimens to be shipped to the
University of Pennsylvania from the Central Repository. The use of the remaining specimens will
be determined by the Executive and Steering Committees as outlined in Chapter 5 of the Protocol.

The CCC staff are also responsible for the receipt and storage of data from the ACCESS
Core and Special Study Laboratories. A regular schedule for transmission of this information has
been established. All data are transmitted electronically. Detailed descriptions of each Core and

Special Study Laboratory’s methods are given in Volume 1V of the Procedures Manual.
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8.4.4 Storage System for Study Reports, Minutes, and Important Documents

A storage system for study reports, minutes of meetings, and important documents has
been designed and implemented and is updated regularly.
8.4.5 Biopsy Specimens

The CCC staff track the biopsy specimens submitted for the Tissue Sample Reading
Program (see Chapter 3).

8.4.6 Chest X-Rays

The CCC staff identify chest X-ray films for review at study meetings, and notify the
appropriate Clinical Center Investigators in advance of the study meetings concerning which films
to bring to the meeting (see Chapter 3).

8.5 CLINIC MONITORING AND COMMUNICATIONS

CCC staff are responsible for monitoring for protocol violations and for notifying all
appropriate ACCESS personnel or appropriate committees of any violations when they occur. To
minimize the number of protocol violations, CCC staff have included certain protocol adherence aids
in the distributed data management system for the Clinical Centers. These include case
appointment schedules and monthly lists of cases due for telephone contact or two-year follow-up
in a specified time period. The distributed data system also includes a display of all forms entered
for each enrolled case and control.

Labels for blood samples and tissue specimens are generated and distributed to the Clinical
Center by the CCC. The procedures for labeling specimens are described in Chapter 6.

The CCC staff provide logistical support for meetings and training sessions. They are
responsible for preparing handouts and other materials for meeting participants as well as for
preparing and distributing the minutes of these meetings.

The CCC staff are a resource for the numerous telephone inquires and written inquiries

concerning the study procedures from study investigators and Clinical Center personnel.
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CCC staff maintain and distribute an ACCESS Address Directory. This directory contains
a listing of study personnel from each Clinical Center and each Core and Special Study Laboratory
as well as personnel from the Program Office at the National Heart, Lung and Blood Institute
(NHLBI), Clinical Coordinating Center, and RDD Interview Group. A list of the membership of all
study committees is included. This directory is updated periodically and revised pages are
distributed to all centers.

8.5.1 Certification

In cooperation with the Steering Committee, the CCC staff has developed and implemented
the ACCESS staff certification program outlined in Chapter 10. The CCC staff maintain a roster of
certified staff for each Clinical Center and monitor the completed data records to verify the study
procedures are completed by certified staff.

8.5.2 Automated Telephone Response System (ATRS)

An Automated Telephone Response System (ATRS) allows Clinical Center staff to report
the enrollment status of cases and controls quickly and at any time of day (see Chapter 7). This
system is used to prepare the weekly recruitment reports.

8.5.3 Recruitment Reports

Weekly reports on the status of recruitment are prepared by the CCC staff and circulated
to the ACCESS Executive Committee and each Clinical Center. These reports include the number
of cases and controls enrolled to date and ratio of this number to the number who should have been
enrolled to date given the scheduled recruitment period already completed. Each matched control
is to be recruited into the study shortly after the corresponding case.

8.6 DATA MANAGEMENT AND MAINTENANCE

The CCC data management staff have designed and implemented the distributed data

management system to be used in the Clinical Center as well as the data management system for

the CCC. The Clinical Center staff are responsible for data entry, data editing, and corrections, if
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necessary, of all case and control study forms. These procedures are described in Volume Il of
the ACCESS Procedures Manual.

The CCC staff are responsible for retrieving the data, and storing and analyzing all received
study data. CCC staff use microcomputers and a central workstation on a local area network for
the study.

8.6.1 Data Management Staff

CCC staff collaborate with Clinical Center staff in the operation of a distributed data
management system dedicated to ACCESS. Designated CCC staff interact with Clinical Center
staff to maintain the operations of the distributed system. Since the CCC has microcomputers
identical to the Clinical Center machines, the CCC staff are able to "walk through™ Clinical Center
problems. In the event Clinical Center staff report a hardware failure (e.g., damage to a hard drive),
steps are taken immediately to provide a loaner machine and replace the damaged hardware to
avoid interruption to Clinical Center activities. A software package allowing remote access to the
microcomputers in the Clinical Center is used by CCC staff for resolution of problems and to poll
Clinical Center microcomputers for transmission of accumulated and corrected data.

8.6.2 Form Editing

Forms are edited for acceptable codes, valid ranges and logical consistency by electronic
checks during data entry at the Clinical Center and after the completion of data entry. Additional
information on these procedures is given in Chapter 7. A form is available for transmission to the
CCC only after completion of data entry. Forms are transmitted to the CCC on a regular schedule.
Once the form is received in the CCC, the data are edited more extensively.

Study data are edited in the CCC for completeness, consistency with previous and
concurrent data from the same patient, and numerical values outside of specified limits. Edit
queries for a given form are printed and sent to the appropriate Clinical Center. Clinical Center staff
correct the forms using screen images of the data form. All corrections made are electronically

audited. The audit file includes the old and new values for the field, date of the correction and who
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soon as responses to edits have been made and accepted. Next, the form is subjected to the
local edit and then transmitted again to the CCC.
8.6.3 Protocol Adherence Aids from Data Management System

The CCC staff prepare and distribute protocol adherence aids using the central data
management system. These protocol adherence aids include lists of cases and controls
enrolled in the study on a biweekly basis with dates of next expected visit or contact for cases,
notation of cases for whom controls must still be recruited and notation of specific data forms
not yet entered for each case and control. Clinical Centers are notified weekly of delinquent data
entry of Form 09s.
8.7  DATA ANALYSES

Details of the data analysis plan are contained in Chapter 11.
8.8 DATA REPORTING

CCC staff will assist, if requested, the participating Clinical Center staff in the preparation
of publications which have received prior approval according to study procedures (see Chapter 5
of the ACCESS Protocol). Upon request of the National Institutes of Health (NIH) any and all of
the above data are made available to the NIH to access and utilize at any time after the
completion of the ACCESS investigation. At that time any and all data requested by the NIH are
transferred to the National Heart, Lung and Blood Institute (NHLBI).
8.9 PATIENT PRIVACY, CONFIDENTIALITY OF DATA, AND DATA SECURITY

Because of the importance of protecting study data at the CCC from theft or
unauthorized perusal or alteration, access to computer files is restricted through the use of
passwords. Protection of the computer files from catastrophic loss is accomplished by a
backup system.

To maintain patient privacy, the study records submitted to the CCC do not contain
participants’ names, addresses or other identifying information. Each participant record is

identified by a unique ID (identification) number and participant’s initials. Names and addresses
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corresponding to the identifying codes are kept on file at the Clinical Center on a special form
(ACCESS Form 01, Participant Information).

CCC staff utilize a variety of safeguards to protect the study from catastrophic loss of data.
There is routine back-up of all ACCESS files in the Clinical Centers. Inthe CCC, the databases are
archived on a daily basis. Other files including programs used for all data management functions
are fully archived once every week with an "incremental” back-up daily. An incremental back-up is
one in which only files that have been modified are archived. The back-up system is designed to
permit the restoration of the system with a minimum expenditure of time and money should any file
be destroyed by a man-made or natural disaster. Prior to any major change in the operating
system, back-up tapes of the main database are created and saved for a minimum of six months.

Copies of analysis files and programs used in the preparation of scientific presentations and
publications are retained for the duration of the contract and stored off site. The analysis files
include the programs and procedures that are utilized to extract the data from the database. CCC
staff provide a computer program on the distributed data management system for routine use by
Clinical Center staff to archive locally the database and programs and copy them to tape.
8.10 QUALITY CONTROL
8.10.1 Quality Assurance of Clinical Center Data

Clinical Center personnel are trained at a central location or are instructed by a certified staff
member on the methods to use the ACCESS distributed database. As part of the certification
process, they enter the data for selected forms (see Chapter 10), using completed forms provided
by the Clinical Coordinating Center. The data records from these forms are compared to the

master file at the Clinical Coordinating Center and discrepancies noted.
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Verification of Demographic Characteristics of Cases and Controls

Before a search for a potential control for a given cases is initiated, Clinical Center staff must
confirm the age, gender, and ethnic origin for the case by data entry of the Form 09. The Form 09
contains the demographic characteristics sent to the CCC by means of the ATRS as well as on the
Case Eligibility Form (Form 02). The request for the search begins only after appropriate Clinical
Center staff confirm the demographic characteristics of the case as reported on the Form 09. After
enroliment of a control the age, gender, and ethnic origin of the control are confirmed and compared
with the characteristics of the matching case to verify that there have been no errors in the selection
of the control. Any discrepancies are brought to the attention of the appropriate Clinical Center to
ascertain whether the error was a result of a data entry error or whether some other mistake has
been made.

Data Entry

Arandomly selected sample of all data collection forms are requested periodically from the
Clinical Centers to be sent to the CCC for independent data entry. Data items from the sample
forms and the corresponding information entered into the local database are compared to those
keyed at the CCC. Discrepancies are resolved with the data entry personnel at the Clinical Centers.
Error rates for the various data items are tabulated by type of form, by Clinical Center, and by CCC
staff. These tabulations are included in the Quarterly Performance Reports. Initially, a sample of
forms was selected each week to obtain a 20% sample but this was reduced to a selection of forms
once a month to collect a 10% sample after the percent of discrepancies was approximately 0.5%.

Interviews

Once each quarter the CCC staff randomly select one case and one control from each
Clinical Center for review. The Principal Investigator and Research Coordinator at each Clinical
Center are requested to review selected items from selected forms on the interview tapes and
compare the information on the tapes with the information on the completed study forms and

entered into the local data management system. CCC staff provide a computer printout of the
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information in the local data management system for the items being reviewed. Any discrepancies
are noted on the computer printout. The Principal Investigator and Research Coordinator also
assess the overall quality of the interview and record their assessment on a Review of Tape
Recorded Interview Form (Form 41). The annotated computer printout and the completed Form 41s
are returned to the CCC for evaluation. Site (or Audit) visit teams during the visits reviewed tapes
for selected cases and controls and compared the interview data with data on the study forms and
in the database as described above (see Section 8.10.4 below).

8.10.2 Quality Assurance of Information Stored in Computer Database

All forms are extensively edited at the Clinical Center, and all corrections made at the Clinical
Center in response to edit messages are recorded. The central edit at the CCC provides a more
extensive check of the data submitted by the Clinical Center. To test edit programs, a mock set of
study forms which contain errors and inconsistences are used. The edit program is also run on a
few forms received from the Clinical Centers and the edit output is carefully checked. If that test
indicates no problem, the edit program becomes part of the usual maintenance procedure, but the
edit output continues to be checked for a period of time before deciding the program has been
adequately tested.

The validity of information on the computer master file is ascertained by means of a form
audit. This is a structured procedure to compare (for a sample of each type of study form) the
information on actual patient records with a printout of the record as entered on the computer
master file. If master file problems are identified as a result of the audit, required corrective action
is taken. Any major discrepancies are discussed with the staff and appropriate changes are made
to resolve these problems.

Printouts listing baseline and follow-up values for important study variables of individual
patients are generated. These printouts are prepared so that site visitors to a Clinical Center may
compare the printouts for selected patients against the original Clinical Center records. All

discrepancies are noted and appropriate steps taken to resolve and rectify these problems.
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8.10.3 Performance Reports

Performance of the Clinical Centers with respect to case and control recruitment is
assessed in weekly reports. These reports include the number of cases and controls enrolled to
date and ratio of this number to the number who should have been enrolled to date given the
scheduled recruitment period already completed. Each matched control is to be recruited into the
study shortly after the corresponding case. The CCC each month provides information about the
number of women and minority cases being recruited into the study. Performance in other areas
are assessed by consideration of the following at quarterly intervals:

1. Average differences and ranges in time between identification of cases and matched

controls are presented for each Clinical Center.

2. Number of study forms for cases and matched controls for which the data are past

due at the CCC, based on each case's date of enrollment.

3. Number of study forms for cases and controls that have passed the first edit and that

have passed current edit.
4. Specimens which are past due at the Central Repository.
5. Studies (e.g., pulmonary function tests or chest X-rays) which are required in the
Protocol but were not performed.

6. Number of Protocol violations.

7. Percentage of cases with missed visits and percentage of cases who are inactive,
i.e., no longer willing or able to have their regular examinations or visits.

The CCC staff compare performance and quality of submitted materials for items such as
forms past due, studies not performed, or specimens improperly prepared or labeled, etc. among
Clinical Centers. The CCC staff also compare each Clinical Center's quarterly performance to its
own past performance and to agreed upon study standards which determines whether the Clinical
Center's performance is outside study standards or whether the level of performance has worsened

substantially compared to its previous record. Study standards have been set by weighing how
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crucial an item is to the study Protocol and the levels of performance which past experience has
shown to be attainable.

In addition to the above analyses, quarterly reports include summary statistics for each
Clinical Center. Large changes in these statistics from quarter-to-quarter within a Clinical Center
may indicate changes in the way data are being collected. Comparison of these statistics across
Clinical Centers could suggest either differences in how data are collected or differences in the
patient population, and may prompt further investigation.

8.10.4 Site (or Audit) Visits

In addition to preparing the Clinical Center performance monitoring reports, the CCC staff
insure data quality by conducting periodic site visits (or audit visits) to the Clinical Centers. The data
on cases' (or controls') records are compared against listings of data residing on the main database
at the CCC as of the date of the request for a site visit. Using the data as of the site visit request
should prevent any audit-prompted revisions of the data form(s). Plans for site visits and site visit
requests are provided to the Study Chairperson and NHLBI Project Office on a schedule agreed to
with the NHLBI Project Office. Recertification of Clinical Center personnel responsible for key areas
of data collection may also be performed during site visits.

Each ACCESS Clinical Center and the Clinical Coordinating Center were site visited during
the first year of patient recruitment. The Site Visit Team included the Study Chairman or Vice
Chairman, the NHLBI Project Officer, a Principal Investigator from another Clinical Center, a
Research Coordinator from another Clinical Center, CCC staff, and for some visits the NHLBI
Contract Officer. Some Clinical Centers were site visited a second time. An Audit Visit to each
Clinical Center that did not have a second Site Visit was conducted by CCC staff approximately one
year after the Site Visit to that center. Site (Audit) Visit reports were submitted to the Principal
Investigator of the Center, the Executive Committee and the Data and Safety Monitoring Board.

During the Site (or Audit) Visits, the team conducted an audit of the accuracy of data

reported from the medical record for a random sample of cases. For this purpose, the chest X-ray
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reports, pathology reports, and pulmonary function tests for all enrolled cases were reviewed and
compared with the data recorded in the database. The consent forms for cases and controls were
also reviewed. The tapes for the interviews of two cases and two controls were reviewed to
compare the interviewer’s responses to the data recorded on the study forms and on the computer
printout from the database for each case or control. The Clinical Center staff were notified prior to
the visit what information should be available (e.g., forms, medical records, tapes, etc.). Differences
between the data items in the forms or medical records and the database were brought to the
attention of the Clinical Center staff and resolved. The results of the audit were submitted to the
Principal Investigator of the Clinical Center, the Executive Committee and the Data and Safety
Monitoring Board.

8.10.5 Quality Control for Core and Special Study Laboratories

The CCC uses submission of duplicate, blinded specimens to monitor the reliability of test
results from each Core and Special Study Laboratory. Results from the duplicate sample
submissions are compared to assess reliability using the Kappa statistic for categorical data; and
Spearman’s or Pearson’s correlation coefficient for ordinal or continuous data. The intra-class
correlation coefficients are calculated for continuous and ordinal measures.

As part of the site visit to each Clinical Center with a Special Study Laboratory that uses
PCR technology, the visitors reviewed the Laboratory’s methods for minimizing contamination of
specimens since this assay is noted for widely varying results if exact sterile techniques are not
used. The Laboratory provides documentation of appropriate methods to verify that each sample
is analyzed with a minimum chance of contamination.

The CCC staff in collaboration with the DNA Core Laboratory staff developed the procedures
for preparing duplicate specimens of plasma and DNA for a quality control program to monitor the
performance at ACCESS Special Study Laboratories at the University of Pennsylvania, the
University of lowa, and the University of South Carolina. These procedures also prepare specimens

for quality control of any other laboratories designated to process specimens which are stored at
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the Central Repository. The procedures are similar to the usual procedures for preparation of
ACCESS samples except that one half of the prepared aliquots is labeled with a quality control
specimen number rather than the specimen number assigned in the ACCESS Clinical Center. With
an odd number of aliquots the lesser number of aliquots is given quality control numbers. The
sample selected for the quality control program are all specimens received in the DNA Core
Laboratory on randomly selected dates as directed by the CCC. On the dates designated by the
CCC staff for preparation of quality control specimens, all purple tubes (for a given case or control)
labeled for DNA plasma processing have half the prepared aliquots labeled with a specimen number
assigned at the Clinical Center and the other half of the plasma aliquots labeled with the quality
control specimen number. Similarly, half the aliquots of DNA are labeled with the assigned
specimen number and half are labeled with the same quality control number as designated for the
plasma quality control specimen. The DNA cell pellets prepared for the University of lowa are
prepared in a similar fashion. On the designated quality control days, two specimens are prepared
for the University of South Carolina (one usual specimen and one quality control specimen). The
two specimens prepared for the University of South Carolina each have two micrograms of DNA.
After 20 pairs (usual and duplicate quality control specimens) have been processed, the results for
the usual specimen and the duplicate quality control specimen are compared and a summary of the
differences sent to the appropriate Core Laboratory Director for review and any other action
appropriate based on the results of this program.

8.10.6 Quality Control of the Clinical Coordinating Center

CCC staff perform the following activities to insure the quality of the data and analyses.

1. Persons (such as the Principal Investigator and Co-Investigator) not involved in the
development of the data management system complete a few study data forms,
making deliberate errors. These forms are keyed and processed through the data
editing system to see if all of the errors are detected by the data management

system.
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A sample of original data forms are compared against the data on the CCC
computer (as part of the site (or audit) visit procedures described in Section 8.10.4).
This procedure is used not only to detect data entry errors, but also to detect
problems with the editing software developed and implemented by the CCC.
For each continuous variable on the database, a point frequency distribution (i.e., a
tabulation of the frequency of occurrence of every distinct value) is obtained. This
helps to identify many types of abnormalities in continuous data such as: (a) digit
preferences; (b) bi-modality or other distinctive shapes of the distribution; and (c)
outliers (i.e., extreme values distinctly separate from the rest of the distribution).
Once an observation is identified as an outlier, the first step is to go back to
the original records and determine whether a recording or keying error was made.
If such a value has been verified as correct through the distributed data system, the
CCC Co-Investigator inquires as to the reasons an outlier exists. The question of
whether or not to include the value in the data analysis depends upon the nature of
the analysis. There is no reason to exclude the value if the analysis is a count of the
number of participants having a value exceeding a given cut-point. However, if
measures of central tendency and variability are being computed, or if correlation or
regression analyses are being carried out, non-parametric statistics may be
preferable.
New analysis programs (including those that utilize standard statistical packages
such as SAS) are tested by running these programs on a small subfile of 10 or 20
participants and independently reproducing the tabulations and statistical
calculations from the original data. These procedures help to assure that the correct
variables have been selected from the analysis file, the variables and cut-points have
been defined properly, and that transformations of the original variables on the

analysis file have been formulated correctly.
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5. When preparing data reports, different tables which may have resulted from a variety
of analysis programs, are checked for consistency of denominators.

8.11 CLINICAL COORDINATING CENTER CONTACTS

CCC staff serve as a resource for all ACCESS Clinical Center staff and Core (Special
Study) Laboratory staff. We recommend that questions concerning the Protocol and study
procedures be sent to the CCC by e-mail (see ACCESS Address Directory) and CCC staff will
return a response by e-mail within one working day of receipt of the query. Procedures for
submitting e-mail requests for Protocol clarifications are described in Volume Il of the ACCESS
Procedures Manual. Questions on other study issues may be directed to appropriate CCC staff
(Director, Deputy Director, Coordinator or Data Management staff). Names and telephone numbers

of current CCC staff are given in the ACCESS Address Directory.
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CHAPTER 9

PROCEDURES FOR IDENTIFICATION AND ENROLLMENT OF CONTROLS

9.1 INTRODUCTION

The Random Digit Dialing (RDD) Interview Group at Telesurveys Research Associates
in Houston, Texas is responsible for making calls to designated telephone numbers to identify
individuals who match specific cases on age (no more than five years older or younger), gender,
and self-designated race (black, white, other) and who are willing to be considered for the study
by agreeing to be interviewed by the appropriate Clinical Center staff. The procedures for
generating the lists of telephone numbers to be called, the schedule and number of calls made
to each number on the list, the interviewing scripts used for the calls, the procedures for
transferring information between the RDD Interview Group and the Clinical Coordinating Center
(CCC), and the information sent to the Clinical Centers by the RDD Interview Group are
described in this chapter. An overview of these procedures is given in Figure 9-1.

9.2 PROCEDURES FOR INITIATING SEARCH FOR POTENTIAL CONTROL
9.2.1 Generation of Telephone Lists

Each week on Thursday the CCC staff request a list of 200 telephone numbers from a
subcontractor (Survey Sampling, Inc.) for each confirmed case enrolled during the past week,
that is, each case for whom the Form 09 was entered into the Clinical Center database during
the past week (see Exhibit 9-1). The subcontractor is given the ten-digit telephone number of
the case (identified only by the case’s identification (ID) number concatenated to a sequence
number). The last part of each request includes incremental updates of case telephone
numbers, control telephone numbers and telephone numbers of individuals who should not be
called. These numbers are to be added to a roster of numbers maintained by the subcontractor
(and at the CCC); this roster is used to exclude numbers from the lists to be used by the RDD
Interview Group as described below. The weekly notice also contains a list of cases for whom

controls have been enrolled and the files can be closed.
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The subcontractor generates batches of telephone numbers using the following
procedures. The first six digits of the case’s ten-digit telephone number are fixed (made
constant). A random sample of 1000 numbers between 0000 and 9999 are generated. These
numbers are concatenated with the fixed leading six digits to yield 1000 telephone numbers.
The numbers are systematically divided into batches of 200 numbers. The first 200 numbers
are compared to a roster of telephone numbers for currently enrolled cases and controls and
individuals who have been contacted previously and have stated that they do not want to be
called again by ACCESS staff as well as a national listing of business numbers. Any telephone
numbers on the list of permuted numbers that match telephone numbers on the above rosters
are deleted. The remaining numbers are stored in a special file which may be accessed
electronically by the RDD Interview Group and the CCC via computer modem accounts. This
file of numbers for the first batch (or the next batch if the RDD Interview Group requires more
than one batch to identify a control) is placed in the special file no later than Monday morning of
the week after the request was sent.

If a potential control is not identified by the RDD Interview Group during a call to the
numbers in the first batch, another batch of numbers is requested for this case by CCC staff.
The next 200 numbers for this case are screened (as described above) and the remaining
numbers are stored in the file which may be accessed electronically.

In some situations, a case is recruited from a rural setting and the exchange number for
the case does not have many active telephone numbers from which to select a control. This is
detected in processing the first batch of numbers. RDD Interview Group staff notify the CCC of
the low density exchange and CCC staff request that the subcontractor make available all
remaining numbers for this case; that is, the batch size is increased to a maximum of 800. If the
RDD Interview Group staff use all of the numbers in that batch, an additional sample of 1000
numbers will be requested, and all 1000 numbers are made available to the RDD Interview

Group.
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9.2.2 Use of ZIP Code to Generate Additional Telephone Numbers

If at least 1,000 numbers from the case’s exchange have been exhausted in a search for

a potential control, a second sample of random digit dialing numbers will be generated using a

ZIP Code analysis. In this analysis, CCC staff notify the subcontractor that a ZIP Code analysis

for a case should be performed. This notification is part of the regular weekly contact. The

procedures for the ZIP Code analysis are as follows.

1.

The subcontractor generates a ZIP Code analysis sheet for each listed case. A
copy of the ZIP Code analysis sheet is sent by facsimile transmission (FAX) to
the CCC.

The ZIP Code analysis sheet is a list of exchanges that cover the ZIP Code. The
list is sorted in descending order by percentage of listed numbers in the
exchange that are in the ZIP Code. The first k (e.g., 10) exchanges that cover
90% of the listed numbers in the ZIP Code are selected for use in the ZIP Code
analysis sample.

The percent of listed numbers from the k exchanges that are in the ZIP Code is
used to calculate a multiplier for the number of random digit dialing (RDD)
telephone numbers to generate. This multiplier is the reciprocal of the proportion
of telephone numbers from the k exchanges that are in the ZIP Code. For
instance, when considering all of the listed numbers from 10 exchanges, 25% of
the numbers are in the ZIP Code and 75% outside the ZIP Code. In this case the
multiplier is 4. The multiplier is applied to the number 2000 to determine the total
number of RDD numbers to generate. In the example, 8000 RDD numbers are
generated.

A random number generator is used to create a sample of the last four digits of
each RDD number to be generated.

The resulting sample is divided into k groups of equal size. The first group has

the highest ranking area code and exchange (in terms of ZIP Code coverage)
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appended to the front of the four-digit numbers. The next group of four-digit
numbers has the next highest ranking area code and exchange appended to the
front of the RDD four-digit numbers for the group. This proceeds until the total
number of RDD four-digit numbers generated are ten-digit telephone numbers.
Any number from this sample that is known to be outside of the ZIP Code is
deleted from the list.

The remaining numbers are sorted into a random order and divided into batches
of 1,000 numbers.

The first 1,000 numbers are compared to the list of business numbers and any
matches are deleted from the list. If the process of business number comparison
places the numbers in a deterministic order, the listis re-sorted to a random
order.

The batch (<1,000 numbers) is sent to the RDD Interview Group for processing.
If the RDD Interview Group exhausts the first batch of ZIP Code numbers, a
request is made to the CCC for the next batch from the file. This request is
passed along to the subcontractor as part of the regular weekly contact between
the CCC and the subcontractor. The subcontractor staff compare the next 1,000
numbers (nth from the list) to the business numbers, matches are deleted from
the list, and the remaining numbers in that batch are sent to the RDD Interview

Group.

IDENTIFICATION OF POTENTIAL CONTROLS BY THE RDD INTERVIEW GROUP

Each week on Friday (or Monday of the next week) the CCC staff send by facsimile

1.

2.

transmission to the RDD Interview Group a notice of the cases for whom telephone numbers
have been requested from the subcontractor that week. This notice (see Exhibit 9-2) contains

the following information.

The name of the Clinical Center in which the case was recruited.

The special case identifier.
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3. A lower age limit.

4, An upper age limit.

5. The gender of the case.

6. The self-designated race of the case.

The RDD Interview staff retrieve the stored batch of numbers for each designated case
using the case identifier on the CCC notification. The information from the CCC on the
demographic characteristics of the case and the telephone numbers are loaded into the
computer assisted telephone interview (CATI) system. The first two digits of the case identifier
are used to identify the script for the appropriate Clinical Center to be used for the search for a
control for a given case. The RDD Interview Group uses a structured interview (see Exhibit 9-3
for model script) for each telephone call and records the outcome of each of these telephone
contacts. The numbers are called in the order provided to determine whether there is an
individual in the household for a given telephone number who matches the age, gender and self-
designated race characteristics of a specific enrolled case. If there is a potential control
candidate, the individual is apprized of the purpose of the study, sponsorship and given a brief
explanation of what is required of the participant and the individual is asked whether he/she will
consider being interviewed by the appropriate Clinical Center staff. The RDD Interview Group
notifies, by facsimile transmission, the appropriate Clinical Center and the CCC of each potential
control who agrees to be interviewed (see Exhibit 9-4). Copies of these notices are destroyed
by the CCC staff after the Clinical Center staff notify the CCC that a potential candidate is
enrolled, and the Clinical Center staff have submitted data for this control or have notified the
CCC that the potential candidate is ineligible or refused to participate. At the end of each day,
CCC staff send by e-mail to each Clinical Center a list of notices of potential controls sent that
day to the Clinical Center by the RDD Interview Group.

At least five calls are made to each telephone number if the first attempt results in no
answer or a telephone answering machine. The timing is:

1. Weekday evening between 7:00 and 9:00 PM (local time);
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2. Weekday day time between 9:00 and 5:00 PM (local time);
3. Weekday evening between 5:00 and 7:00 PM (local time);
4. Saturday between 10:00 AM and 5:00 PM (local time); and
5. Sunday between 1:00 and 6:00 PM (local time).

The RDD Interview Group staff process the batches of numbers prepared by the
subcontractor according to the order in which they are listed. However, some of the calls are
not answered by the appropriate person, and some are not answered the first time. In these
situations, the CATI system establishes a time to call the number again, and the number is
placed in a waiting list as the system moves to the next number. As the process of calling the
numbers in a batch proceeds, the rate of dialing new numbers or redialing numbers on the
waiting list is higher than the rate of numbers that are closed-out (ineligible person, business
number, or phone not answered after five tries) of the system. As the process of dialing the
numbers nears the end of the batch, the rate of dialing new and wait-list numbers is reduced and
there are not sufficient calls to keep the operators fully occupied. This inactivity becomes more
pronounced as the end of the batch is neared. RDD Interview Group staff have determined that
the idle time is too great when 72% of the numbers in a batch have been closed-out. At this
point a new batch of numbers is requested. The outcome of each telephone call and each batch
of telephone numbers is transmitted to the Clinical Coordinating Center on a floppy disk.

On a weekly basis, the Clinical Coordinating Center notifies the RDD Interview Group of
the status of each potential control who has been enrolled or deemed to be ineligible or refused
to participate. If a potential control is enrolled, the RDD Interview Group closes out the
appropriate batch of telephone numbers. If the potential control has refused or was ineligible, the
RDD Interview Group resumes the search for a potential control with the first unused number of
the last batch of telephone numbers for the unmatched case.

9.4 CLINICAL CENTER PROCEDURES FOR CONTACTING AND ENROLLING
POTENTIAL CONTROLS

As soon as possible after receiving notification that the RDD Interview Group has
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identified a potential control, Clinical Center staff attempt to contact the potential control by
telephone and also send a letter to the potential control (see Chapter 1). The letter provides an
explanation of the study and informs the potential control that someone will be calling him/her. It
is important to make contact with the control quickly (within two days is preferable, but for all
controls the period between identification and Clinical Center contact should be no more than
seven days). When telephone contact is made, the interviewer identifies himself/herself and
states the purpose of ACCESS. The interviewer verifies that the potential control matches the
case for age (+ 5 years), gender and self-designated race (white, black, other). The interviewer
gives the potential control a brief description of the information that will be collected from the
individual and explains that blood specimens will also be collected. The individual is given an
explanation of the costs that will be defrayed by the study. If the control expresses interest in
ACCESS, a visit is scheduled so that the informed consent can be signed by the control and a
witness. If the potential control is determined to be eligible at the visit, the control is enrolled and
interviewed by Clinical Center staff, and they notify the Clinical Coordinating Center of the
enrollment of a control using the ATRS. If the potential control does not complete the visit, or is
determined to be ineligible, the Clinical Center staff notify the CCC of the refusal or ineligibility
status of this candidate using the ATRS, and CCC staff initiate the procedures to resume the

search for a control.
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CLinicaL TriaLs & Surveys Corp.

EXHIBIT 9-1 January 27, 1997
SAMPLE TELEPHONE BATCH REQUEST
Ms. Lisa Christiansen
Survey Sampling, Inc.
One Post Road
Fairfield, CT 06430

FAX NO.: (203)254-0372
TEL. NO.: (203)255-4200

RE: Telephone Batch Requests as of December 17, 1996

A. Initial batches are requested for the following __1 _telephone numbers:

Case ldentifier (Constant) Case Telephone No.

1. 04000020010 1. 410XXXXXXX

B. Additional batches are requested for the following __2 _telephone numbers (nth
from balance file):

Case |ldentifier (Constant) Case Telephone No.
1. 05000030003 1. 8O3XXXXXXX
2. 09000040004 1. S5I5XXXXXXX

C. The following _0 telephone numbers should be purged from all future control
batches:

None

As agreed, these numbers should be available by 8:00 a.m. Monday morning following
this request.

Problems or questions should be directed to Pat Wilkins at (410)435-0663.

cc: Martha Canner
Christopher Donhauser
Genell Knatterud, Ph.D.
Donna Stevens
Michael Terrin, M.D.
Bruce Thompson, Ph.D.

E  Village of Cross Keys E 350 West Quadrangle  E  Baltimore, Maryland 21210
E  Telephone: [410] 435-0663 E  Fax: [410] 435-0689 E
E E-mail: postmaster@c-tasc.com E
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CLinicaL TriaLs & Surveys Corp.

EXHIBIT 9-2
SAMPLE NOTIFICATION OF CASE ENROLLMENT

January 17, 1997

MEMORANDUM

TO: Richard D. Jaffe, M.A.
Telesurveys Research Associates

FROM: Bruce Thompson, Ph.D. and Patricia Wilkins
ACCESS Clinical Coordinating Center

SUBJECT: Notification of Case Enrollment for Week Ending January 14, 1997

Attached please find age, race and gender informationfor __1  new case
enrolled during the period referenced above.

If you have questions relating to any information provided herein, please call
Martha Canner at (410) 435-0663.

cc: Martha Canner
Christopher Donhauser
Genell Knatterud, Ph.D.
Michael Terrin, M.D.

E  Village of Cross Keys E 350 West Quadrangle  E  Baltimore, Maryland 21210 E
E  Telephone: [410] 435-0663 E  Fax: [410] 435-0689 E
E E-mail: postmaster@c-tasc.com E
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EXHIBIT 9-2 (Continued)

SAMPLE NOTIFICATION OF CASE ENROLLMENT

12/03/96

A CASE CONTROL ETIOLOGIC STUDY OF SARCOIDOSIS

Clinic Name:
Case ldentifier:
Age Range:

Gender:

Self Designated Race:

ENROLLED CASE PROFILE

CLINICAL TRIALS & SURVEYS CORP.

99900020010

56 to 66

FEMALE

WHITE

9-11
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EXHIBIT 9-3

MODEL TELEPHONE INTERVIEW SCRIPT

Hello, my name is . I am calling for the University of to
collect information for the National Institutes of Health. We are trying to learn the
cause of a disease that has afflicted someone in your community. The University
of and the National Institutes of Health want to find out about the
general health and exposures of people in your community to be able to see what is
different from you about the person in your community who has the disease that we
are studying. People who complete the interview and give a blood sample will be
paid __ dollars.

Are there any (white, black, minority other than black), (men, women),
between the agesof ___and ____in your household?

[If Yes: continue with question 2.]

[If No: skip to question 6.]

2.  How many are there?

3. Could you please give me the current age and name each of the (white, black,
minority other than black), (men, women), between the agesof __and ___ ?
[Enter age(s) and name(s).]

[Enter name. ]

4. [If more than one household member matches, follow sampling procedure.]
[Is there a match in this household?]

[If Yes: circle the individual’'s name and skip to question 6.]

[If No: continue with step 5.]

5. Not eligible statement: As it turns out, there are no individuals eligible for this
study in the household.

[Ask questions 6-8 and end the interview.]
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EXHIBIT 9-3 (Continued)

MODEL TELEPHONE INTERVIEW SCRIPT

Just for my records, | need to verify that the number | dialed is (read number).
Is this correct?

And is this number for home use only -- or for home and business use?

[If business only, end with notation that this is not a residential number.]

And is this household located in (eligible geographic area)? (Make sure
household is in eligible area.) If eligible, go to Item 10.

End the phone call: These are all the questions that | have. Thank you very
much.

Wrong phone number: | am sorry. | dialed the wrong number. Thank you very
much.

Wrong geographic area: Your household is just outside of our survey area and
too far away for individuals to join in the study. These are all the questions |
have. Thank you very much.

[If an individual is sampled: continue with the enrollment script.]

Enrollment Script

If an eligible individual is identified in the household ask to speak to the

individual then. If the individual is not available arrange a call back time. Note the

best times for the call back on the log sheet.

When speaking to the individual to be recruited: Hello, my name is . lam

calling for the University of to collect information for the National

Institutes of Health. We are trying to learn the cause of a disease that has afflicted

someone in your community. | am calling to let you know that you have been randomly

selected for our study. We are trying to find out the differences in general
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EXHIBIT 9-3 (Continued)

MODEL TELEPHONE INTERVIEW SCRIPT
health and exposures between this person and other people in your community that
explain why another (white, black, minority other than black), (man, woman), about
your age in your community has a disease called sarcoidosis. If you agree, a
researcher from the University of will call you to set up an appointment
for an interview. At the end of the interview (he, she) will ask for a blood sample to
send to the National Institutes of Health. The entire interview should take about two
hours. We will give you _____ dollars after you complete the interview and the blood
sample has been collected.

If questions asked on how selected: For our study, we needed to select a
sample of people from the population at large who are like the person who has the
disease in age, race, and gender. Your phone number was picked randomly by a
computer. We did not have your name. We were able to contact you by calling this
telephone number.

At this time, | am just calling to arrange for the researcher at the University of

to contact you directly. (He, she, name) will have more details about the
interview. | can tell you that we are flexible about the time and location of the
interview.

1. Note comments/questions/other helpful observations.

2. enrollment status.

3. Obtain contact information: | need to get some basic information so that

University of researcher can call you.

After obtaining address: the University of researchers are
going to send you a letter which provides more information about the
study.

4. If refusal, find out why. Always leave door open for re-contact.
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EXHIBIT 9-4

ACCESS POTENTIAL CONTROL

NOTIFICATION
TO: ACCESS Clinical Coordinating Center FAX No. (410)435-0689
ACCESS Clinical Center FAX No.
FROM: Telesurveys Research Associates

DATE:

SUBJECT: NOTIFICATION OF POTENTIAL CONTROL

Notification is made of the location of a potential control for the following case:

Case Identifier No.

The potential control is:

Name

Address

Telephone No.

Date of RDD contact

Time of RDD contact

Any guestions related to information provided on this sheet should be addressed to Martha Canner at 410-
435-0663



ACCESS Procedures Manual - Volume 1
10-1

CHAPTER 10

TRAINING AND CERTIFICATION PROCEDURES

10.1 INTRODUCTION

Each ACCESS Clinical Center must be certified for screening patients and performing
physical examinations and spirometry in order to recruit and examine cases and controls for
ACCESS. The staff who will be performing ACCESS test procedures, interviewing ACCESS cases
and controls, and completing ACCESS data collection forms and performing data entry must attend
atraining session or be trained by a certified person and demonstrate proficiency in the procedures
they will perform during the study in order to be certified.

10.2 CLINICAL CENTER CERTIFICATION

In order for an ACCESS Clinical Center to be certified to screen cases, the Clinical Center
must submit to the Clinical Coordinating Center (CCC) documentation of Institutional Review Board
(IRB) approval of the ACCESS Protocol and Consent Forms. Copies of the Consent Forms were
submitted to the Clinical Coordinating Center for review before recruitment was started and are sent
to the Clinical Coordinating Center whenever the forms are revised. Notification of IRB approval is
also required annually. Conflict of Interest Statements (Appendix A) for appropriate ACCESS staff
members are required for certification and these forms are to be submitted annually. In addition,
the ACCESS Clinical Center must have at least one certified research coordinator, one physician
certified to perform physical examinations, one individual certified to use the Automated Telephone
Response System (ATRS), and a certified Spirometry Laboratory.

In order to be certified to enroll cases and controls into ACCESS, the Clinical Center must
have the facilities and staff to collect, analyze and ship blood specimens, certified staff to interview
cases and controls, and the facilities for the distributed data management system at the Clinical
Center. When all requirements have been completed, the Principal Investigator of the Clinical
Center notifies the Clinical Coordinating Center by submitting a completed Request for Clinical

Center Certification for Participation in ACCESS (Form 120 - see Exhibit 10-1).
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10.2.1 Spirometry Laboratory

The Spirometry Laboratory in the Clinical Center Pulmonary Function Laboratory should
adhere to the American Thoracic Society standards (Crapo et al, 1995) for performance and quality
control of spirometry. The Principal Investigator of the Clinical Center notifies the Clinical
Coordinating Center that the designated Spirometry Laboratory meets ACCESS requirements by
submitting a completed Request for Certification, ACCESS Spirometry Laboratory Form (Form 103
- see Exhibit 10-2). The quality control procedures for performing spirometry in the local Pulmonary
Function Laboratory should be documented in a log as follows:

a) 3L calibration syringe check daily;

b) Leak check daily;

c) Linearity check weekly;

d) Repeat spirometry performed on healthy laboratory staff member(s) or other

volunteer(s) to check for consistency monthly; and

e) Spirometry thermistor compared to a reference thermometer monthly.
This log must be available for review during site (or audit) visits.
10.3 CERTIFICATION OF INDIVIDUAL ACCESS STAFF MEMBERS
10.3.1 Research Coordinator / Interviewer

In order for a person to be certified as a Research Coordinator / Interviewer in ACCESS, the
person must attend a training session, or be trained and tested by a certified Research
Coordinator/Interviewer. The certification process includes a test on the methods and procedures
of ACCESS and knowledge of the ACCESS interviewing procedures. The person completes one
successful practice session registering a case or control using the Automated Telephone Response
System (ATRS). The person completes and submits to the CCC two copies each of the ACCESS
Demographics and Medical History Questionnaire (Form 10), Family History Questionnaire (Form
22), and the Occupational and Recreational Questionnaire (Form 12) using data from sarcoidosis

patients already known at the Clinical Center. The completed forms are submitted with a completed
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Request for Certification, Research Coordinator/Interviewer Form (Form 101 - see Exhibit 10-3).
The forms are reviewed at the CCC for correctness and attention to study guidelines; a call is
placed to the applicant to discuss any problems. Once the problems are resolved, the Clinical
Center Principal Investigator is notified by mail that the Research Coordinator/ Interviewer has been
certified.

10.3.2 Physical Examination Physician

The Principal Investigator of an ACCESS Clinical Center notifies the Clinical Coordinating
Center that an ACCESS physician is certified to perform physical examinations on ACCESS
patients by signifying that the physician understands the ACCESS protocol, including the
procedures that he/she is to perform and has taken a test on the methods and procedures
associated with the ACCESS protocol. A completed Request for Certification, ACCESS Physician
Form (Form 102 - see Exhibit 10-4) is submitted to the Clinical Coordinating Center for each
physician.

10.3.3 Data Entry Personnel

The individuals certified to enter data using the distributed data management system may
be research coordinators or other designated Clinical Center staff. It is the responsibility of the
Clinical Center Principal Investigator to determine who is responsible for collecting data, and who
is responsible for entering data into the ACCESS database.

The person responsible for entering data must attend a training session or be trained by a
certified data entry person. Oncetrained, the candidate must enter data for two forms each of the:
Demographics and Medical History Questionnaire (Form 10), the Family History Questionnaire
(Form 22), and the Occupational and Recreational Questionnaire (Form 12) using completed forms
from the CCC that are sent to the Data Entry Applicant. The applicant notifies CCC staff that the
form data have been entered, and these data are electronically transferred to the CCC database for
further analysis. The records generated from the practice forms are compared to the study

standard forms at the CCC, and the applicant is notified of any discrepancies. Once the material
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has been received in a satisfactory format, the Clinical Center Principal Investigator is notified that
the Data Entry Applicant has been certified and assigned a permanent certification number.
10.3.4 ATRS Staff

C-TASC staff have established a system to allow authorized personnel to practice a few
registrations without actually entering a case. The same procedures are used for this practice
session as for an actual registration except that: when requested to enter the Clinic Password,
9999 is to be entered rather than the Clinic Password that has been assigned to the Clinical Center.
The ATRS identifies this call as a practice session. The instructions are the same as if a case were
actually being registered or enrolled. The practice case ID (identification) number is 999-9999.
Each individual authorized to register or enroll patients practices at least once to be certified to use
the system for cases and controls. The practice session is to be performed during working hours,
weekdays 9:00 a.m. - 4:00 p.m. so that problems can be resolved if they occur. At the end of the
practice session, the system indicates the status of the practice session. The Principal Investigator
of the Clinical Center notifies the Clinical Coordinating Center that an individual is eligible to be
certified to use the ATRS by submitting a completed Request for Certification ACCESS ATRS Staff
Form (Form 104 - see Exhibit 10-5).

The practice system will remain in place for the duration of the study. If Clinical Center staff
periodically think they need some practice using the system after certification, or if new personnel
are assigned to register cases and controls, the practice system can be used for this purpose.

10.4 RESPONSIBILITIES OF THE CLINICAL COORDINATING CENTER IN TRAINING
AND CERTIFICATION

The responsibilities of the Clinical Coordinating Center in training and certification are as
follows:

1. Assistin organization and presentation of training sessions.

2.  Review of forms submitted by ACCESS personnel as part of certification requirements

and communication of concerns to those personnel.
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Coordinate results of review of certification materials submitted by personnel at Clinical
Centers.

Maintain documentation of the various aspects of certification requirements which have
been completed or need to be completed by Clinical Centers and individual staff.

Issue certification numbers to certified individuals.
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EXHIBIT 10-1
REQUEST FOR CLINICAL CENTER CERTIFICATION
FOR PARTICIPATION IN ACCESS
(Form 120)
Form 120
Page 1 of 2
Clinical Center: Clinical Center No.:

This form is to be completed signed, and submitted to the Clinical Coordinating Center by the Principal
Investigator when the Clinical Center is ready to begin recruitment. In order to begin recruitment for ACCESS,

each Clinical Center must have IRB approval and at least one staff member certified in the categories listed in
Part . The completed form will be reviewed by the Executive Committee. Permission to initiate patient
recruitment is contingent upon approval of the Executive Committee and the NHLBI Contract Office.

I. Staffing

ACCESS Staff No. Certification/Reqgistration
Month Day Year

A. Research Coordinator(s)

B. Physician(s) certified to perform
physical examinations on ACCESS
cases

C. Certified Spirometry Laboratory

Clinical Center Spirometry Laboratory adheres to performance and
guality control guidelines of the American Thoracic Society ()

Quality control procedures in Spirometry Laboratory documented in log as
specified in Chapter 10 of Procedures Manual Volume | ()

Principal Investigators or Co-Investigator will review all spirograms for
ACCESS to assure tracings are adequate ()
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D. Certified interviewer(s)

E. Certified Data Management Preparations
Secure location for ACCESS Microcomputer

Direct line for Data Transmission Telephone Number ( ) -

Area Code

Il. Submission of Documents
Informed Consent Form
IRB Approval

Conflict of Interest Forms for Principal Investigator, Co-Investigators,
Research Coordinators

ATRS Application

Principal Investigator Assurances

All phases of certification have been completed except
certification of data management staff

Principal Investigator Signature

Date form completed: - -

ACCESS Staff No.: -

()

Month Day Year
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EXHIBIT 10-2
REQUEST FOR CERTIFICATION
ACCESS SPIROMETRY LABORATORY
(Form 103)

Clinical Center: Clinical Center No.:_

To be certified, the ACCESS Spirometry Laboratory must meet the following requirements:

1. The laboratory adheres to performance and quality control guidelines of the American
Thoracic Society (Crapo, et a., 1995. Am J Respir. Crit. Care Med. 152:1107-1136.)

2. The following quality control procedures are documented in a log:

a) 3L calibration syringe check dalily;

b) Leak check daily;

c) Linearity check weekly;

d) Repeat spirometry performed on healthy lab staff member(s) or other
volunteer(s) to check for consistency monthly;

e) Spirometry thermistor compared to a reference thermometer monthly.

Principal Investigator:

Signature:

Date: - -
Month Day Year
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EXHIBIT 10-3
REQUEST FOR CERTIFICATION
ACCESS RESEARCH COORDINATOR/INTERVIEWER
(Form 101)

Certification as ACCESS Research Coordinator/Interviewer is requested for:

Name:

To be certified, the Research Coordinator/Interviewer must undergo training and demonstrate proficiency
in the use of the ACCESS forms.

1.

3.

Training: The individual named above has attended a training session for Research

Coordinators/Interviewers on or received equivalent
(Dates)

training at an ACCESS Clinical Center by who is a

fully-certified ACCESS Research Coordinator/Interviewer.
ACCESS Forms Use:
The individual named above has successfully coordinated the completion and review of

data collection forms and other materials and submitted them to the Clinical Coordinating

Center.
Form*
Patient ID No. 10 12 22
- () ) ()

- () ) ()

The individual named above has read and understood the ACCESS Protocol.

Principal Investigator:

Signature:

Date:

Month Day Year
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EXHIBIT 10-4
REQUEST FOR CERTIFICATION
ACCESS PHYSICIAN
(Form 102)

Clinical Center: Clinical CenterNo.. .~
Certification as ACCESS Physician is requested for:

Name:

1. The above named physician has read and understands the ACCESS Protocol.

2. The above named physician is proficient in the procedures required for examining

ACCESS patients.

Principal Investigator:

Signature:

Date: - -
Month Day Year
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EXHIBIT 10-5
REQUEST FOR CERTIFICATION
ACCESS ATRS STAFF
(Form 104)

Clinical Center: Clinical Center No.._

Certification in ATRS use for:

Name:

To be certified, the person must undergo training and demonstrate proficiency in the use of the Automated
Telephone Response System (ATRS).

1. Training: The individual named above has attended a training session on use of the ATRS
on

(Dates)

2. ATRS use:
The individual named above has successfully conducted one practice session using the
ATRS.

Principal Investigator:
Signature:

Date: - -
Month Day Year
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APPENDIX A

CONFLICT OF INTEREST STATEMENT FOR ACCESS INVESTIGATORS
CONFIDENTIAL

Except as noted below:

C | am not a part-time, full-time, paid or unpaid employee of any organizations:
(a)whose products or services will be used or tested in the study under review, or (b) whose
products or services would be directly and predictably affected in a major way by the outcome of
the study;

C I am not an officer, member, owner, trustee, director, expert advisor, or consultant of such
organizations; and

C I do not have any financial interests or assets in any organizations meeting the above criteria, nor
does my spouse, dependent children, nor organizations with which | am connected.

PLEASE COMPLETE THE APPROPRIATE BOX BELOW.

9 NO RELEVANT INTERESTS OR ACTIVITIES.

9 EXCEPTIONS ARE NOTED IN THE ATTACHED LETTER.

I will notify the Clinical Coordinating Center Principal Investigator promptly if:

C a change occurs in any of the above during the tenure of my responsibilities; or
C | discover that an organization with which | have a relationship meets the criteria for a conflict of
interest.

I am aware of my responsibilities for maintaining the confidentiality of any non-public information that |
receive or become aware of through this activity, and for avoiding using such information for my personal
benefit, the benefit of my associates, or the benefit of organizations with which | am connected or with
which I have a financial involvement.

Investigator (type name) Signature

Date
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CHAPTER 11
DATA ANALYSIS PLANS

11.1 INTRODUCTION

ACCESS has two components: a Case Control Study designed to determine the etiology
of sarcoidosis; and a Clinical Course Study designed to define categories of outcome that may be
related to the etiology of sarcoidosis and to describe the clinical course of patients with sarcoidosis.

The primary investigation is the study of the etiology which will be based on the data from
720 patients with sarcoidosis representing both men and women, white and minority race/ethnicity,
and the spectrum of disease severity in comparison with the data from 720 age, gender and race/
ethnicity matched controls recruited through random digit dialing to represent the general population.
The Case Control Study is designed to investigate genetic, environmental, infectious, and immune
dysregulation hypotheses. A systematic approach to the analysis of all of the variables collected
in ACCESS has been developed by the investigators. Each exposure as well as combinations of
exposures will be analyzed. Six Data Analysis Working Groups (see Exhibit 11-1) were established
in 1998. These working groups have discussed how infectious agents, environmental exposures,
and genetic factors might interact to cause sarcoidosis. Since the cause of sarcoidosis may not
prove to be a single known exposure, combinations of exposures, interactions of factors, and results
for subgroups will be investigated; the Data Analysis Working Groups are in the process of defining
the combinations and subgroups to consider in the analysis. Specific hypotheses are being
formulated by Data Analysis Working Groups for review at the April 1999 meeting of the Steering
Committee.

The Clinical Course Study is a prospective cohort study of the first 252 cases enrolled in the
Case Control Study. The study is designed to: 1) define sarcoidosis cases that do or do not
clinically resolve over a two-year period of follow-up, and 2) develop a clinical/radiologic/ physiologic

assessment system for reporting the extent of sarcoidosis organ involvement.
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Statistical considerations and data analysis approaches for the two studies are presented
in this chapter and in Chapter 12 of the ACCESS Protocol.
11.2 STATISTICAL CONSIDERATIONS - CASE CONTROL STUDY
11.2.1 Power

The goal of 720 cases and 720 controls was determined by the ACCESS investigators so
that the proposed study would have sufficient power (80 to 90%) to identify associations between
exposure and case status with odds ratios> 2.0 even when the prevalence of the exposure is small.
There will be at least 90% power to identify associations between exposures and case status with
odds ratios of > 2.0 when the proportion of exposed controls is 0.05 and 78% power to detect odds
ratios > 1.8 with the same frequency of exposed controls. It was decided that any exposure linked
to the occurrence of sarcoidosis with an odds ratio of > 2.0 would be an important association to
detect even though odds ratios > 3.0 establish with greater certainty that a causal association
exists (Taubes G, 1995). The methods for calculating power and the power for tests of
hypotheses under different assumptions are presented in more detail in Chapter 12 of the Protocol.

This large number of cases and controls provides adequate power to investigate
associations for subgroups and to identify interactions between genetic markers and environmental
exposures. For instance, blacks may have a different set of risk factors than whites. There will be
at least 88% power to detect odds ratios > 2.0 and 82% power to detect odds ratios > 1.8 in a
selected subset representing half of the study population (360 cases and 360 controls) if the
prevalence of the exposure in the control population is 0.1. The efficiency of an interaction test
between a genetic factor and an exposure with one half of the patients in each of two genetic groups
is approximately one half the efficiency of the test for the exposure in all cases and controls
(Peterson and George, 1993). The test for interaction will have 80 to 90% power to detect changes

in the ratio of the exposure-sarcoidosis odds ratios > 2.0 when comparing the two genetic groups.
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11.2.2 Significance Levels

The primary hypotheses are being specified without investigator review of the preliminary
data. These hypotheses will be tested at an 0.05 alpha level. Itis possible that certain associations
may become apparent after the data are reviewed by the investigators. These results will be
distinguished from those that were developed before the data were reviewed. In recognition of the
large number of hypotheses being considered in this study, the investigators have specified that
associations identified after the data are reviewed will not be considered statistically significant
unless the p-value for the odds ratio is less than 0.01. Even with this restriction, some spurious
associations may be identified. The strength of the association and its clinical plausibility in the light
of the other associations found in ACCESS will be used to determine whether the association is
spurious or not. It is expected that a limited number of exposures will be significantly associated
with sarcoidosis and these findings will lead to further investigation into the etiology of sarcoidosis.
11.2.3 Analysis Plans for Unmatched Cases at the End of the Study

If the number of unmatched cases remains less than 5% (36 pairs), the analyses will be
performed without the unmatched cases. As part of the final analysis of ACCESS data, the Clinical
Coordinating Center staff will perform sensitivity analyses to determine if the addition of the
unmatched cases has a substantial impact on the findings in ACCESS. The sensitivity analyses
will be conducted under a “worst case scenario” (the case control pair would provide information
opposite in direction to that which has been observed in other pairs), and under a “neutral scenario”
(the odds ratio of association for this pair is 1.0). A Monte Carlo simulation of the “neutral scenario”
will be performed to estimate the conditional power of rejecting the null hypothesis given the
observed data and no association for the unmatched pairs.

If the percentage of unmatched pairs is greater than 5%, the Clinical Coordinating Center
will implement a procedure to match unmatched cases to other enrolled controls on the basis of

age, race, and gender. An attempt will be made to match the unmatched case to another control
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enrolled at the same Clinical Center. If no match can be made on the basis of age, race, and
gender, the age criterion will be relaxed until a match is found. If there are no matches at the same
Clinical Center, the unmatched case will be matched to a control at another Clinical Center. The
cases that are not exactly matched within a Clinical Center will be flagged and sensitivity analyses
performed to determine the impact of the inclusion of these data on study results.
11.3 STATISTICAL CONSIDERATIONS - CLINICAL COURSE STUDY
11.3.1 Power

The Clinical Course Study is conducted on the first 252 (goal was 240) cases enrolled into
ACCESS; the majority of Clinical Centers enrolled at least 20 cases. The total number of cases is
sufficient to detect small differences in means (three-quarters of a standard deviation) among
defined subgroups, and moderate differences (odds ratios of 3) in categorical outcomes. See
Chapter 12 of the ACCESS Protocol for additional information on power for this study.
11.3.2 Significance Levels

The specific hypotheses formulated by the Data Analysis Working Groups in advance of
reviewing the data will be tested at the 0.05 alpha level. All other hypotheses will be tested at the
0.01 alpha level.
11.4 DATA ANALYSIS FOR THE CASE CONTROL STUDY
11.4.1 Introduction

Although the etiology study includes as possible etiologic agents a wide range of
environmental, infectious, and sociodemographic exposure variables, the analytic plans for all of
these agents are similar. Except for certain genetic studies, a matched case control design is used
to identify those exposures or variables that have different prevalence or quantitative levels between
cases and controls. Once these factors are identified, multivariate models are used to determine
if the list of possible etiologic agents can be further reduced to those that provide unique

contributions to the risk equation.
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11.4.2. Matched Pair Analysis

Data Monitoring Reports have been prepared at six-month intervals beginning September
1997. Since the review of the interim data was to have no effect on recruitment plans, no
adjustment in the overall alpha level for the study is made for interim evaluation. These reports have
included detailed univariate analysis performed on each of the exposure variables collected in the
Case Control Study. All categorical exposure variables have been dichotomized (made into yes-no
response) and the results presented using a common format (see Exhibit 11-2). Nine columns are
used to present the results for the analysis of a dichotomized exposure variable. The first column
shows the number of pairs that are available for analysis. The second column shows the proportion
of cases who have the exposure of interest. The third column shows the proportion of controls who
have the exposure of interest. These two columns provide estimates of the prevalence of the
exposure in the case and control groups. In a matched design, a case control pair must be
discordant (case exposure status does not equal the matched control exposure status) in order for
it to be informative (that is, provide statistical information about the hypothesis being tested). The
fourth column shows the number of informative pairs for the statistical test being performed. If the
null hypothesis is true, it is expected that the case will have been exposed in half of the informative
pairs, and the control will have been exposed in the other half. The fifth column shows the
proportion (p) of informative pairs with the case having been exposed. The more different this
proportion is from 0.5, the greater the association between the exposure variable and the presence
of sarcoidosis. Mc Nemar’s test (Mc Nemar, 1947) has been used to calculate the statistical
significance of the reported association. This is a test that the proportion of informative pairs with
the case having been exposed is one half the number of informative pairs. The p-value from the test
is obtained from the PROBBNML (p,n,m) function in SAS; the null hypothesis specifies that pis 0.5,
n is the number of informative pairs, and m is the number of pairs with the case exposed. A two-

sided p-value is used for all inferences. Column seven is the odds ratio for the exposure variable.
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The odds ratio (p/1-p from column five) is the standard measure of association in case control
studies. The confidence interval (columns eight and nine) is calculated using the formula in Breslow
and Day (Breslow and Day, 1980).

Continuous variables are compared using paired t-tests. The format for presentation of
continuous variables is given in Exhibit 11-3.

Logistic regression using forward selection (significance level of 0.05) identifies those
variables that are independently related to case status. The beginning set of independent variables
for the logistic regression contains any variable that had a univariate association with case status
at the 0.1 alpha level or below. The model proceeds by sequentially adding any variable that has
statistical significance in the model at the 0.05 level or below. Variables that have a univariate
significance of 0.1 can have a significance level in th