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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.
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FIGURE 1-1

ACCESS INFORMATION FLOW FOR CASES

Review Medical Records
Determine case’s eligibility for study
If patient is newly diagnosed;

Assign ID Number

Begin Screening Log for Cases*

9

First Contact
Obtain verbal consent
Begin Form 01
Begin Form 02

Preliminary Interview
Obtain Informed Consent
Complete Form 01
Obtain tissue sample
Complete Form 02 - Confirmation of
Eligibility (Cases)
Enter Form 02

Register Case
Complete Form 03 - Case Registration
Call ATRS

Tissue Pathology Results

Complete and Enter Form 31 <

Positive Negative .

Complete Form 04 - Case Enroliment/ Complete Form 04-Case Enrollment/ Probaple/PossmIe

Non-Enrollment (ATRS) Non-Enroliment (ATRS) Continued on
Call ATRS Call ATRS Page 1-11
Complete and Enter Screening Complete and Enter Screening Log for

Log for Cases* Cases*
Enter Form 09 (Faxed from ATRS)
Confirm Age, Race, Gender on Form
09 Match Form 02

9 9
Enrolled Not Enrolled Continued
Begin data collection From Page 1-11

* Screening Log for Cases not completed beginning October 1997.



Probable/Possible
(From Page 1-10)

9

Tissue Sample Reading
Program

Complete Form 40

Send Tissue Slides and
Form 40 to CCC

9

Outside Review of Tissue
Sample

Outside Reviewer
Completes Form 31

Form 31 and Tissue Slides
to CCC

CCC send Form 31 and
slides to Clinical Center

9

ACCESS Procedures Manual - Volume 1
1-11

FIGURE 1-1 (Continued)
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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).
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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
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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:




ACCESS Procedures Manual - Volume 1
2-12
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
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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:
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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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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.



ACCESS Procedures Manual - Volume |
3-3

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.
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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.
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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.
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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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EXHIBIT 3-1
ACCESS SPIROMETRY MANUAL (Continued)

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
<ns1:XMLFault xmlns:ns1="http://cxf.apache.org/bindings/xformat"><ns1:faultstring xmlns:ns1="http://cxf.apache.org/bindings/xformat">java.lang.OutOfMemoryError: Java heap space</ns1:faultstring></ns1:XMLFault>