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I. INTRODUCTION

The patients entering the SOLVD trials are likely to represent an uncertain subset
of the total population of patients with heart failure or left ventricular dysfunction at
the participating clinical centers. The trial population is expected to be truncated
with patients having the worst and best ventricular function excluded from the trials.
Patients whose ventricular dysfunction or heart failure is related primarily to diastolic
abnormalities without systolic dysfunction are excluded from the SOLVD trials, since
marked systolic dysfunction is the key entry criterion. Other interesting and important
subsets of patients, such as those with pulmonary edema at entry, are likely to be
underrepresented in the SOLVD trials. In order to study the clinical course of a broader
and more representative group of consecutively collected patients with heart failure at
participating institutions and the relationship(s) of the SOLVD trial participants to
this larger and less selected sample, a Registry of patients with left ventricular
dysfunction will be developed. Vital status and clinical events will be determined at
one year by a written questionnaire or telephone follow-up; longer term vital status will
then be determined by periodic search of national death registries.

II. AIMS OF THE REGISTRY

A. Primary Objective:

The primary objective of the Registry is to study all-cause mortality at one,
three and five years in a large (approximately 6,000) consecutive and
relatively unselected cohort of patients with heart failure and/or with left
ventricular dysfunction. The patients will be stratified according to
symptoms, etiology of disease, ejection fraction and chest X-ray findings at
entry into the Registry.

B. Subsidiary Objectives:

The subsidiary objectives of the Registry are:

1. To study cardiovascular mortality at one, three and five years globally and
after stratification according to symptoms, etiology of disease, ejection
fraction and chest X-ray findings in the above populations.

2. To study morbid events at one year in the above populatien.

3. To relate other baseline covariates of prognostic importance to subsequent
mortality amd morbidity in the abave population.

4. To characterize in greater detail clinical characteristics,
echocardiographic abnormalities, arrhythmia status, functional capacity and
neurohumoral levels and to correlate these detailed findings with subsequent
mortality and morbidity in a stratified randomly selected sample of 1000
patients from among the patients entering the Registry.

5. To compare baseline characteristics and follow-up events of this relatively
unselected population with those of the SOLVD Trials.
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TII. PARTICIPATING CENTERS AND CAPABILITIES

All clinical centers collaborating in the SOLVD randomized trials will be invited to
participate in the Registry. However, participation is not compulsery and individual
centers may be free to decline. For example, if twenty centers are participating, each
center will be required to enter and follow a minimum of 300 patients in the Registry.

It is anticipated that at least 202 of the Registry patients at each center will also be
in the SOLVD trials. Therefore, every participating center should be on target for
recruitment for the SOLVD trials as a condition for participating in the Registry. In
addition, each center must be willing to do high quality M-mode and 2-D echocardiograms,
perform ambulatory monitoring and obtain a blood sample for renin and catecholamines in
50 patients randomly selected from their patients. Ability to do good quality echos is a
condition for participation. The centers must be committed to following their patients in
the Registry during the entire period of the study.

It is desirable to obtain Registry patients from one hospital site at each clinial
center. Once a hospital is chosen to participate, all consecutive patients eligible for
the Registry during the recruitment period of nine months must be enrolled. It is
expected that around 6000 patients will be enrolled.

IV. SOURCES OF PATIENTS

Patients will enter the Registry as a result of: (1) screening consecutive exams in
the laboratories of participating institutions (i.e., echocardiographic, radionuclide,
and cardiac catheterization laboratories) to identify patients with an ejection fraction
of 457 or less; or (2) by a survey of the consecutive hospital discharge records to
identify patients with a diagnosis of congestive heart failure (CHF). In order to qualify
for the Registry, patients jdentified from source {2) should have radiological evidence
of CHF (or signs of pulmonary venus congestion) or an ejection fraction of 457% or less.

V. ENTRY AND EXCLUSION CRITERIA

_________———-—'-__

Entry Criteria

Patients are eligible for the Registry if they either have an ejection fraction less
than or equal to 45% or a diagnosis of congestive heart failure. The date of their
logbook record or hospital admission must £al1 within the specified nine-month timeframe
(for example, from January 1, 1988 to September 30, 1988). A diagnosis of congestive
heart failure will be confirmed if the patient has radiologic evidence of CHF.

Descriptive statements consistent with heart failure which may appear in the report
include:

a) Statements related to pulmonary blood flow redistribution to
upper lobes.
b) Signs of pulmonary venous congestion
- Basal or perihilar vascular blurring
- Alveolar or pulmonary edema
- Kerley B lines
- Pleural effusion - judged secondary to congestive heart
failure (to make this judgment may require correlation with
clinical data).
¢) Cardio-thoracic ratio will be jncluded whenever possible.
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In validating these heart failure criteria as positive, the interpretation on the chest
X-ray report should be accepted if it is definite. TFollow-up reports indicating clearing
of congestive heart failure are helpful. Films should be reviewed by a physician-
investigator whenever uncertainty exists.

Particular attention will be given to the subset of patients entering with the
syndrome of pulmonary edema unrelated to acute myocardial infarction. Diagnosis should
be (relatively) easily confirmed in this subset and the clinical history data on a large
volume of patients with pulmonary edema could be a valuable contribution by this
registry.

Exclusion Criteria for SOLVD Registry

1) Non-valvular congenital heart disease.

2) Any noncardiac life-threatening disease likely to significantly shorten the
patient's survival, including criteria 1l (cor pulmonale), 12 (advanced pulmonary
disease), 13 (major neurclogic diseases), 17 (renal failure), 18 (malignancies), 21
(significant primary liver disease), and 23 (other life-threatening disease) in the
SOLVD trials protocol.

3) Failure to consent to the Registry.

4) Lack of a telephone or reliable means of contact/follow-up.

5) Myocardial infarction within 7 days. This patient can be included after 6 days
have passed, if there is a qualifying chest X-ray or ejection fraction measurement
made 7 or more days after the MI.

6) Cardiac surgery, PTCA, or ballon valvuloplasty within 7 days. This patient can
be included after 6 days have passed, if there is a qualifying chest X-ray or
ejection fraction measurement made 7 or more days after the cardiac surgery or PTCA.

Thus, the following exclusion criteria from the SOLVD trials protocol are not exclusion
criteria for the Registry:

History of intolerance to enalapril

Currently taking ACE inhibitor and unwilling to discontinue

Hemodynamically significant valvular or outflow tract

obstruction

Constrictive pericarditis

Syncopal episodes presumed to be due to life-threatening

arrhythmias

8 Any major cardiac surgery likely

9 Unstable angina pectoris

10 Uncontrolled hypertension

14 Cerebrovascular disease

15 Collagen vascular disease other than rtheumatoid arthritis

16 Suspected significant renal artery stenosis

19 Immunosuppressive therapy

20 Active myocarditis

22 Likely to be nonadherent (alcoholism, drug addictionm, lack of
of a fixed address, etc.)

24 Voman likely to bear children

25 Other investigational drug protocols (except compassionate use)

26 Failure to give consent for the SOLVD trials

27 Lack of adherence or tolerance to medication

28 Lack of adherence to placebo run-in

AN

~J un
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Note also that patients scheduled for cardiac transplantation are eligible for the '
Registry. Given all these differences, the patient population of the Registry will thus
be broader and less restrictive than those eligible for the Trials.

Additional Exclusion Criteria for SOLVD Registry Substudy

1) Inability to attend clinic for a visit (e.g., geographical difficulties)
2) Failure to consent to the Registry substudy :

All patients seen at the echocardiographic, radionuclide, and cardiac
catheterization laboratories or admitted with a diagnosis of congestive heart failure are
to be listed in consecutive chronological order in the SOLVD Registry Log. This log will
contain the following information for each patient:

Date

Patient name (or internal hospital identification number)
Source of recruitment

Suitable for Registry: Yes or No

If not suitable, why not

All patients entered in the log and considered suitable for the Registry must be
contacted to obtain consent and have a Registry Baseline Form completed based on their
medical records information. Those patients that refuse consent will only have the form
completed through Question 5.5

Vvi. STUDY SIZE

It is expected that over 6,000 patients will be recruited into the Registry during
the specified nine-month time period. In order to avoid a predominance of ischemic heart
disease, special attempts to include patients with other etiologies may be required.
These categories include the following:

1) Valvular heart disease with EF S 452

2) Primary diagnoses of idiopathic cardiomyopathy and active myocarditis.

3) Unusual and specific causes, such as amyloidosis, hemochromatosis, hypertrophic
hyperdynamic cardiomyopathy (so-called IHSS), diabetic cardiomyopathy, alcoholic
cardiomyopathy, etc.

The period for collecting such unusual cases may be extended beyond the first nine months
Registry collection and as long as 1991. A decision regarding that will be made after
the first nine months of recruitment.

The calculations in Table 1 examine the statistical power attained for comparing the
mortality rates between two subgroups from the 6000 SOLVD Registry patients, under
various assumptions. Comparisons of mortality rates can be done asymptotically with the
test of difference of two binomial proportions (Rosner, p. 325). A two-sided test with a
0.05 level of significance is thus considered.

The following examples aid in the interpretation of the calculations in Table 1.
Case 1 would be for testing the difference in mortality between, for example, those

with EF € .40 (757 of Registry) vs. those with EF > .40 (25% of Registry). Power for thi:
case is virtually unity.
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Cases 2-3 and 4-6 look at testing the different mortality rates in a very rare
subgroup vs. the entire rest of the Registry, under different relative risk situations.
The rarer the etiology, the higher the relative risk needs to be, but a RR of 2 or
greater has sufficient power to be detected, even after only one year. The power is
greatly improved after three years.

Cases 7-9 look at testing the different mortality rates between two very rare
subgroups, one that is seen in 2% of the patients vs. one that is seen in 1% of the
patients. Informal estimates of prevalence of different etiologies suggest that
amyloidosis would be seen in 20 per 1000 patients (22), hemochromatosis would be seen in
10 patients per 1000 (1Z), diabetic cardiomyopathy in 6-8Z, alcoholic cardiomyopathy in
7-10%, post-partum in 2%. These cases need three years' worth of data to be tested with
reasonable power, even with a relative risk of 2.

Cases 10-11: With 6000 persons in the Registry, it is not unreasonable to expect
roughly 1000 patients with idiopathic cardiomyopathies. If this group is divided by
tertiles of EF into low, intermediate and high EF, one would like to compare the
mortalities between the high EF group and the low EF group. Assuming a relative risk of 3
provides power close to 1, while with a relative risk of 2, the power is virtually one at
the three-year comparison.

Table 1
One-year and three-year power for comparison
of mortality rate between various Registry subgroups

One-vear Power
Case # n m pl p2 RR @l-vear @3-vear
1 4500 1500 .12 .05 1/2.4 1.00 1.00
2 5900 100 .12 .24 2.0 .90 1.00
3 5800 100 .12 .18 1.5 .45 ik
4 5950 50 .12 .24 2.0 .69 .94
5 5950 S0 .12 .30 25 .86 1.00
6 5950 50 12 .36 3.0 .99 1.00
7 120 60 .20 .30 1.5 .33 .58
8 120 60 .20 .40 2.0 .81 .97
9 120 60 .12 .24 2.0 .54 .87
10 333 333 .05 .15 3.0 .99 1.00
11 333 333 .06 .12 _2.0 .77 .99

Key: n = sample size in first subgroup
m = sample size in second subgroup
pl = l-year mortality rate in first subgroup
p2 = l-year mortality rate in second subgroup
RR = relative risk of second to first subgroup
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Thus, it is clear from the above examples that a sample size of 6000 patients in the
Registry is quite adequate for comparison of mortality rates between various subgroups,
especially after three years but in several cases even after one year.

VII. DETAILED INVESTIGATIONS IN A SUBSAMPLE OF 1000 PATIENTS (REGISTRY SUBSTUDY)

Since there is no uniform requirement of investigations other than ejection fraction
or chest X-ray in the Registry, it is possible that some of the data collected from the
hospital records may be biased (e.g., more tests done on the "gickest" patients). In
order to obtain key data on a relatively "unselected population" that differs from the
Trials substudy population and to assess the biases inherent in the main body of the’
Registry, 1000 stratified (see appendix D) randomly chosen patients will be studied.

The following procedures are to be completed:

i) M-mode and 2-D echocardiograms (to be read centrally). Doppler
echocardiograms would be performed only at those centers
participating in the SOLVD Echocardiography Substudy.

ii) Physical examination and history.

iii) Drawing of blood for plasma renin and catecholamines
(determinations to be performed centrally).

iv) Seventy-minute ambulatory Holter monitoring (one hour at rest,

during the 6-minute walking test, and for 3 minutes post
walking) (to be read centrally).

v) Six-minute walking test.

vi) Chest X-ray and electrocardiogram, if not done within 90 days.

Once a patient has entered the Registry, the SOLVD microcomputer data entry system
will identify whether a particular patient is to be selected for the Registry Substudy.
Once such a patient is identified, he/she is invited to participate in the Registry
Substudy. If he/she consents and a good quality (as defined in Appendix c)
echocardiogram is obtained, all the other tests are performed. If he/she refuses or a
good quality echo cannot be obtained, this patient does not enter the substudy but should
still be included in the main Registry. The flowchart in appendix A2 describes the
procedure for the Registry Substudy clinic visit. Preferably, the visit is to be
scheduled for the day the echocardiocgram can be performed. If this is not possible, the
echo and the rest of the procedures must be done within two weeks of each other-and any
major intercurrent events occurring must be documented with a Hospitalization form. The
clinic visit should take place no later than 90 days after enrollment.

A brief description of each procedure follows; for details on their protocols, see
Appendix C.

a) M-mode and 2-D echocardiography: The M-mode and 2-D echocardiograms will be
used to provide indices of systolic and diastolic function, chamber size (LV, RV, LA and
RA) and left ventricular wall thickness. Only good quality echoes (see appendix C) will
be accepted. The first 5 echoes will be submitted to the SOLVD echo core laboratory for
analysis and all § echoes should be analyzable for all key variables. Deficiencies will
be immediately notified to the participating clinics. All echocardiograms will be
Tecorded on SOLVD Registry videotape which will be transmitted to the core laboratory for
central analysis. See appendix C for further details.
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b) Physical examination and history. In all patients, the clinical data on the

baseline form will be collected again. This will provide a comparison of the data
extracted from the patient's charts versus a direct, more standardized data collectioen.

c) Baseline plasma renin and cathecholamine: After the insertion of an indwelling
venous cannula and with the patient resting for 30 minutes in the supine position, a 20
ml sample of blood will be drawn for plasma renin and catecholamines. The blood samples
will be frozen at -70 degrees centigrade and shipped in batches to the core laboratory at
the University of Texas, Galveston. See appendix C for details.

d) Seventy-minute ambulatory monitoring. All patients will receive a one-hour
ten-minute ambulatory monitoring while the patient is in the outpatient clinic. The
period will include the 6-minute walking test. The tape will be analyzed at a central
facility. Data from BHAT (Davis et al. 1986) indicate that a one-hour ambulatory
monitoring may be as predictive of mortality and sudden death as 24-hour monitoring. This
seems especially likely in a group of patients with a high prevalence of arrhythmias as
expected in this Registry. Coupled with the convenience and low cost, a one-hour
ambulatory monitoring may be a reasonable estimate of ventricular arrhythmia. See
appendix C for details.

e) Six minute walking test. The distance walked in six minutes has been shown to
be a reasonable assessment of the functional capacity of patients with congestive heart
failure (Guyatt et al. 1985). Previous studies have shown a good correlation between the
6-minute walking test and symptoms and objective measures of functional capacity such as
Vozmax. See appendix C for procedures for conducting this test.

£f) Chest X-ray and electrocardiogram. If not available from the preceding 90 days.
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VIII. PERIOD OF PATIENT ACCESSION

The timetable for the SOLVD Registry is as follows:

YEAR 1 December 1, 1987 - November 30, 1988

Dec. 1, 1987 - Phase-in month. Major activities include training session for

Dec. 31, 1987 clinic personnel and quality control for substudy procedures.

Jan. 1, 1988 - Nine-month recruitment period

Sept. 30, 1988

Oct. 1, 1988 - Two-month phase-down. Major activities include completing data col-
Nov. 30, 1988 lection of recruitment, evaluating continuation of recruitment of

rare etiologies and planning for YEAR 2 follow-up activities.
YEAR 2 December 1, 1988 - November 30, 1989
Mailing of questionnaire on vital statistics
YEAR 3 December 1, 1989 - November 30, 1990
Vital status ascertained by the Coordinating Center with national death registries.

YEAR 5 December 1, 1991 - November 30, 1992

Vital status ascertained by the Coordinating Center with national death registries.

As shown in the timetable, patients with the more common etiologies will be enrolled
during a 9-month period. Since only a few patients with the rarer etiologies (e.g.,
active myocarditis or specific cardiomyopathy) will be identified at each center per
year, patients with these underlying diseases will be recruited until June 1991. A flow
diagram for the SOLVD Registry is included in appendix Al.

IX. DATA COLLECTION

Registry data will be collected in consecutive patients screened at the
participating clinical centers who meet the Registry entry criteria. These will include
patients who enter the randomized trials during the accession period to the Registry.
The inclusion and exclusion criteria for patients entering the Registry have been
previocusly defined. The participating centers have been described in Section III. The
period of enrollment into the SOLVD Registry has been described in Section VIII.

Each clinical center will be expected to enroll at least 300 patients into the
Registry, including a subset already being enrolled in the SOLVD trials. In addition,
approximately 50 stratified randomly selected patients at each center will undergo
additional baseline testing, including an M-mode and two-dimensional echocardiogram, a
70-minute Holter monitoring, and a 6-minute walking exercise test. These patients,
aggregated over all centers to form the substudy sample, will be stratified according to
the etiology of the underlying condition, to include ischemic and/or hypertensive heart
disease, patients with idiopathic cardiomyopathy, and “"valvular" myopathy. Attention
will be specifically directed to a subset with the entry syndrome of pulmonary edema
without acute MI.
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Baseline Data Collection

All patients registered in the clinical center's logbook and other sources (e.g.,
discharge diagnoses and outpatient files) during the period of enrollment will first be
recorded in the Registry logbook and screened for inclusion or exclusion in the Registry
by close scrutiny of the patient chart. Once it has been determined that the patient is
eligible for participation in the Registry, he/she will be contacted by telephone to
obtain verbal consent, with a written consent form sent by mail to be signed and reutrn.

The date of enrollment for qualified Registry participants is the date of the
qualifying measurement (e.g., EF, chest X-ray). If more than one qualification criterion
is met, the date of the earliest one is considered the date of enrollment.

The entry data will then be extracted from the patient chart by an experienced
research nurse and the Registry Baseline Form (RBF) will be completed and transmitted
electronically to the Coordinating Center. The RBF will record demographic data, patient
eligibility status for the SOLVD Registry and the randomized trials, clinical and
laboratory data. For patients selected for the Registry Substudy, the Registry Substudy
Baseline (RSB) form will also be collected. This RSB form will record when the
echocardiograms were done, and data from the 70-minute ambulatory Holter monitoring, the
6-minute walking test, the physical examination and clinical history. It is expected
that an additional data form specific to secondary cardiomyopathies will be developed
after a better estimate of such diseases that can be identified is obtained from the
fiprst few months of the SOLVD Registry. (However, such patients will be identified and
their names maintained on a separate log at each center.)

All baseline forms will be promptly transmitted through the SOLVD microcomputer to
the SOLVD Coordinating Center for collection, verification, storage and analysis of the
Registry data. A maximum window of 90 days will be allowed between initial registration
of the patient in the logbook at the clinical center and data transmission of the RBF and
RSB forms to the Coordinating Center.

Follow-up Data

Two types of follow-up information will be obtained. First, a one-year follow-up
questionnaire requesting information on vital status and hospitalizations will be
administered by mail and followed, if necessary, by a telephone contact.

The one-year follow-up interview is to be attempted through the mailing of a letter
+that will be standard and ask the following questions on an attached form (SOLVD REGISTRY
"FOLLOW-UP FORM"): '

i) Have you been hospitalized during the period to

? 1If yes, please give us the name of the hospital(s), date(s) of
hospitalization(s) and the reasons for the hospitalization(s). [Note that all
hospitalizations are of interest. The dates to be filled in by the clinic should
reflect a one-year time period from their date of enrollment into the Registry.]

ii) Are there any other matters about your health that are concerning you? [This
question will not be included in the collaborative data base.]

iii) Question number 35 of the Quality of Life form (the "ladder of 1ite').
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The body of the letter will be uniform across centers, but may contain
center-specific paragraphs to continue participant rapport. The participant will be
asked to complete the form with the above questions and return it. Some of the data on
the form will be entered on the SOLVD REGISTRY "ONE-YEAR FOLLOW-UP INTERVIEW COVER FORM."

If contact is not established thfough the mail, phone calls and other means of
establishing contact are to be attempted. The form can be completed over the phone.

If the participant is participating in the SOLVD trials, DO NOT attempt a mail or
phone contact by the Registry. Contact information is to be obtained from the closest
scheduled SOLVD trial visit occurring after one year from the SOLVD REGISTRY BASELINE
FORM. Since the "ladder of life" will not be available, it must be administered at a
visit close to the one year time and the code entered on the SOLVD Registry "Follow-up
Form."

If the participant is acknowledged to be alive and has not required any
hospitalization during the preceding year, no further information will be required at
this time beyond completion of the One-Year Follow-up form. If the participant has died,
the research nurse will obtain reports of hospitalizationms, if any have occurred, and
circumstances of death as well as the death certificate, and will forward a Designation
of Death form, the Death Certificate Cover Sheet form, and Hospitalization forms (as
needed) promptly to the Coordinating Center. If the participant is living but has
required one or more hospitalizations during the preceding year, the nurse will obtain
reports of the hospitalizations, and will complete the Hospitalization form for each
hospitalization. (Copies of these forms are included in appendix B.)

It should be noted that if a participant is registered in the logbook at a
participating center and subsequently dies during the same hospitalization, the center is
required to seek his/her eligibility for the SOLVD Registry and to complete and submit to
the Coordinating Center the Main Registry Baseline form, the Designation of Death form,
and the Death Certificate Cover Sheet for this participant.

There will be a time allowance of 60 days for submitting the one-year follow-up
forms to the Coordinating Center, i.e., 60 days after the anniversary of enrollment.

The second type of information derived from the follow-up of the Registry :
participants will be a long-term ascertainment of vital status through the National Death
Index (NDI) and corresponding registries in Canada and Belgium. Although several
matching criteria are available for searches of the NDI, the three absolutely essential
jdentifiers include the social security number, the date of birth and the full name of
the participant. Information on vital status will be sought approximately two years and
four years after enrollment of a patient in the Registry. For the United States, this
will be done at the SOLVD Coordinating Center. The Canadian centers and the Belgian
center will be responsible for collecting these data from their respective Bureaus of
Vital Statistics and for submitting them, upon request, to the SOLVD Coordinating Center.

Endpoint Data

The follow-up endpoints will provide two sets of information. The first set will be
one-year information on vital and on major non-fatal cardiovascular events, including
recurrent and/or new complications requiring hospitalization such as worsening of
functional status, myocardial infarction, stroke, pulmonary complications, severe serious
arrhythmias, drug toxicity, and cardiac surgery--including cardiac transplantation.
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The second set of endpoint data will provide long-term ascertainment of vital
status, approximately two years and approximately four years after enrollment in the
SOLVD Registry.

X.  STATISTICAL ANALYSIS

The primary outcome is all-cause mortality. Thus, the main variable for analysis
will be the time from entry into the Registry until death. Cardiovascular mortality as
well as other causes of death will be examined from major categories of the underlying
cause of death from the death certificate. The analysis of the major outcome of death
will involve the use of the proportional hazards model (Cox, 1972). This analysis will
allow for the adjustment of baseline covariates thought to be of prognostic importance;
for example, ejection fraction, age, sex, race, etiology. Similarly, analyses will be
conducted for morbid events. A careful evaluation of the suitability of the proportional
hazards assumption will be conducted as part of these analyses. In addition, the
relationship of the echocardiographic and Holter variables to prognosis (collected
systematically on the 1000 patients) will be assessed. The data will be analyzed
separately in a number of subgroups based on etiology, sex, age, functional class, etc.
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XI. INFORMED CONSENT

A. CONSENT TO PARTICIPATE IN THE STUDIES OF LEFT VENTRICULAR
DYSFUNCTION REGISTRY

DESCRIPTION: You are being invited to participate in a Registry of patients
who have congestive heart failure or left ventricular dysfunction.

The purpose of this Registry is to provide scientific information about the treatment of
persons who have either congestive heart failure or left ventricular dysfunction.

This Registry is a cooperative project involving about 24 medical centers. A total of
6,000 patients, men and women, will be asked to participate in this registry.
Participation means that pertinent information from your chart will be recorded. You
will be contacted in about one year to provide information about your health, and your
social security number will be used for research related purposes only.

BENEFITS AND RISKS: The information gathered in this registry will be

very important for doctors in deciding how to treat persons who have
Congestive Heart Failure and Left Ventricular Dysfunction. A possible inconvenience is
the need to report your health about one year from now, although this study will not
require you to visit your doctor or nurse and you can answer all the questions over the
telephone or by mail in about 10 minutes.

COSTS AND PAYMENTS: There will be no payment or costs for your
participation.

CONFIDENTIALITY: Information obtained about you from this research .

will be kept confidential. Publication of study results will not
identify you. Your name will be kept separate from your medical records at the Data
Center. You should be aware that certain agencies at the Department of Health and Human
Services such as the Food and Drug Administration have the right to audit records for
scientific or fiscal purposes.

RIGHT TO WITHDRAW: You are free to refuse to participate in this study

or to withdraw at any time. Your decision will not adversely affect
your present or future medical care, or cause a loss of benefits to which you might be
otherwise entitled.

VOLUNTARY CONSENT: Your signature below will certify that you have

read the preceding (or it has been read to you) and that you
understand its contents. Any questions you have pertaining to the preceding have been
and will be answered by Dr.
(physician), tel. , or Ms./Mr. (data
coordinator), tel. or by the Study Director. Any questions you
have concerning your rights as a research subject

Patient please initial here:
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will be answered by . One copy of this consent form will be yours
to keep. Your signature below means that you have freely agreed to participate in this
study.

Date Patient Signature

I certify that I have explained to the above individual the nature and purpose, the
potential benefits, and the possible risks associated with participating in this research
study, and have answered any questions that have been raised.

Date Investigator's Signature
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B. CONSENT TO PARTICIPATE IN STUDIES OF LEFT VENTRICULAR
DYSFUNCTION REGISTRY SUBSTUDY

DESCRIPTION: You are being invited to participate in a study of patients in
the SOLVD Registry.

There are two purposes for this study. One is to describe the clinical course of
congestive heart failure and/or left ventricular dysfunction as it relates to certain
patient characteristics. The second is to correlate the various reasons for patients
getting congestive heart failure and/or left ventricular dysfunction with the clinical
course.

1,000 patients from about 20 hospitals will be requested to participate in this study.
Selection to participate in this study is based on the nature of your congestive heart
failure and/or left ventricular dysfunction and different selection probabilities for the
different types of disease. Participation means that you will come into the clinic for
an echocardiogram, an electrocardiogram, an exercise test, a blood test, a history and a
physical exam, all done at no cost to you.

- Echocardiogram -- An ultrasonic recording of heart action taken by a microphone
device from the surface of the body will be done. There are no known risks.

- An Ambulatory Electrocardiogram (Holter Monitor) -- A tape recording of your heart
rhythm using special skin contacts for 70 minutes. There are no known risks.

= A six minute exercise test -- Asked to perform natural walking activity on level
ground for six minutes at your own pace. The risks are no more than those
associated with your own usual activities.

- Blood drawing for neurohormones -- approximately 2 tablespoons of blood will be
drawn from an arm vein to test for levels of naturally occurring substances in the
body which regulate heart and blood vessel activity.

- History and physical examination. There are no known risks.

One year later you will be contacted by mail or telephone to provide information about
your health. Additionally, your social security number will be used for research related
purposes only.

BENEFITS AND RISKS: The information gathered in this study will be

very important for doctors in deciding how to treat persons who have
congestive heart failure and left ventricular dysfunction. This study will require you
to visit your clinic once for the performance of the tests described above. A possible
inconvenience is the need to report your health status to the study nurse or data
technician one year later in response to a short half-page letter. You do not have to
attend the hospital.

Patient please initial here

SOLVD Registry Protocol November 1987
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-

COSTS AND PAYMENTS: There will be no costs for your participation. The
study will cover all expenses related to the tests.

CONFIDENTIALITY: Information obtained about you from this research will be

kept confidential. Publication of study results will not identify
you. You should be aware that certain agencies at the Department of Health and Human
Services such as Food and Drug Administration have the right to audit records for
scientific or fiscal purposes.

RIGHT TO WITHDRAW: You are free to refuse to participate in this study or to

withdraw at any time. Your decision will not adversely affect your
present or future medical care, or cause a loss of benefits to which you might be
otherwise entitled.

VOLUNTARY CONSENT: Your signature below will certify that you have read the
preceding or it has been read to you and that you understand its
contents. Any questions you have pertaining to the preceding have been and will be

answered by Dr. (physician), tel. or Ms./Mr.

(data coordinator), tel. or by the
Study Director. Any questions you have concerning your rights as a research subject will
be answered by . One copy of this consent form will be yours to

keep. Your signature below means that you have freely agreed to participate in this
study.

Date _ Patient Signature

I certify that I have explained to the above individual the nature and purpose, the
potential benefits, and the possible risks associated with participating in this researcl
study, and have answered any questions that have been raised.

Date - Investigator's Signature

SOLVD Registry Protocol November 1987
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Appendix A

Al: SOLVD REGISTRY FLOW DIAGRAM

SOURCES Echo, Cath, Radionuclide Hospital discharge
OF PATIENTS Labs SOLVD log diagnosis
: :
CRITERIA Look for EF < 45Z Look for
diagnosis
of CHF
T
V. 3/
WHO TO All eligible patients All patients with EF
CONSIDER are considered and en- <45% or radiological
tered in Registry log confirmation of diag-
nosis are to be con-
sidered and entered
: in Registry log
o T
v Y ,
RECORD Review record for exclusion criteria: Exclude
REVIEW a) non-valvular congenital heart disease if nec-
b) non-cardiac life-threatening disease essary
¢) no telephone or reliable means of contact
T
3 /
If recent MI, cardiac surgery, PTCA, or balloon valvulo-
RECENT MI plasty, wait 7 days after above before reconsidering. In
CARDIAC SURGERY - any case, qualifying EF or X-ray must not be within 7
OR PTCA ’ days of the MI,'cardiac surgery, PTCA, or balloon valvu-
loplasty.
T
3 4
Seek informed consent, initially by telephone Refusals and un-
and then by mail ——p | contactable pa-
T tients are re-
V- corded in main
Patient is part of the SOLVD Registry: Registry Baseline
-complete main Registry Baseline Form Form
-enter data
1
Y.

SUBSTUDY | If SOLVD data entry system identifies person as
selected for the Registry Substudy, seek con- e e
sent for procedures and conduct echo.

1

2}
If good echo and patient consents,
patient is part of SOLVD Registry
Substudy
-perform procedures
-complete and enter Registry
Substudy Baseline form

FOLLOW-UP

i £
One year - letter/telephone contact

T
3

Three and five years - death registries searched




A2: SOLVD REGISTRY SUBSTUDY VISIT FLOWCHART

Patient selected for Registry is
picrocomputer as also selec

ted for Registry Substudy

identified by

¥

Schedule visit on day

echocardiogram can be done

¥

Selected patient arrives at the clinic

Obtain Registry Substudy consent

—

Perform echocardiogran

l

Patient does not enter
Registry Substudy but still
a member of main Registry

Is No
echo of

good =
quality?

J Yes

Physical examination and history

3

Insert IV cannula,

place ECG leads on for Holter

3

Rest supine for 30 minutes

—7

Place marker
catecholamines and remove IV cannula

on BCG tape, draw blood for plasma renin and

1

Rest sitting for 30 minutes

3

Place marksr on ECG tape and perform 6-minute valk

Place marker at end of 6-

ainute valk and remcve Holter
after 3 mores minutes

3

the visit)

Chest X-ray and electrocardiogram
within 90 days (this can be done

, if not done
anytime during

End of clinic visit: enter data of Registry
Substudy Baseline form into microcomputer
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— SOLWD REGISTRY —

BASELINE FORM

12L2/722/87

REGISIRY

ID: FORM: R B F VERSION: A VISII: 0

INSTRUCTIONS:| This form is to be completad on all consecutive eligible Registry subjects

using only the information available from the appropriate medical records.

To be aligible for the Registry, the patient must either have an EF <= 45X or have
a diagnosis of congestive heart failure confirmed by radiologic evidence.

Please print clearly when entering a response into the boxes. See the SOLVD Gen-
eral Instructions for Completing Forms for details.

SOLVD MAIN REGISTRY BASELINE FORM (screen 1 of 15) (RBF page 1 of 8)

A. IDENTIFYING INFORMATION B. ELIGIBILITY ASSESSMENT Unrec:
/ / 3. Most recently measured Ejection Fraction
1.1 Today's Date: / / (should be 7 or more days after an MI, car-
/ ! diac surgery, PICA, or balloon valvuloplasty):
Month Day Year
1.2 Initials of person completing form: 3.1 Percentage:
2.1 Last Name: / /
3.2 Date: I, f}
Month Day Year
2.2 First Name: .
: 3.3 Method utilized: Radionuclide R
Contrast angiography A
2-D echo E
Not on chart u
2.3 Middle Initial:




Yes No Unrecorded

4.1 Primary diagnosis of heart failure
chest X-ray consistent with

failure (X-ray should be 7 or
days after an MI, cardiac surgery,
PICA, or balloon valvuloplasty) .... Y

4.2 Dats of qul.}.ifm x-ny;
/ /
/ /

Month Day Year
5. Reasons for axclusion from Registry

5.1 Presencs of non-valvular congenital
m di‘m. (AR R R A NN RERE SN EERRREREENN]

5.2 Presance of any non-cardiac life-
threataning disease which is unlikely

L

to allow the patient to survive one year

(Includes 11, 12, 13, 17, 18, 21 and 23
of mm m) LA R R A A ERE R LR R R RER R} Y

5.3 No telephons or reliable mesans of
contact/follow UD .ccccescccssasses Y
5.4 Failure to consent to Registry .... Y

5.5 Is patient eligible for Raguf.ry? b 4
(If NO, exit form)

C. DEMOGRAPHIC INFORMATION
6. Sax: Male

7. Ethnic Identity

9-

Female

Aperican Indian

Not on chart

Date of Birth:
/ /
/ /
/ /
Month Day Year

Social Security Number (Canadian/Belgian ID):
(IMPORTANT!! MUST BE COMPLETEDI!!)

SOLVD MAIN REGISTRY BASELINE FORM (screen 3 of 15) (REF page 2 of 8)

10.1 Participant Street Address:

10.2 City:

10.3 Stats/Province:

10 & Covntry:

10.5

u‘

Zip Code/Canadian or
European Postal Code:

Participant Telephone Number (Home):




SOLVD MAIN REGISTRY BASELINE FORM (screen & of 15) (RBF page 3 of 8) 21

12.3 City:

12.L State/Province:

12.5 Country:

12.6 Zip Code/Canadian or
Eurcpean Postal Code:

13. Patient hospital ID mmber:

PRIVATE PHYSICIAN INFORMATION

14.1 Last Name:

14.2 First Name:

15.1 Street address:

15.2 City:

15.3 State/Province:

15.4 Country:

15.5 Zip Code/Canadian or r
Eurcpean Postal Code:

SOLVD MAIN REGISTRY BASELINE FORM (screen S of 15) (RBF page 3 of 8)

16. Telephone Mumber (private physician):

NEAREST RELATIVE OR FRIEND MOT RESIDING WITH
PARTICIPANT

17.1 Last name:

17.2 First name:

18. Relationship:

19.1 Street address:

19.2 City:




(Nearest relative/friend continuad)

19.3 State/Province:

19.4 Country:

19.5 Zip Code/Canadian or
European Postal Code:

20. Telephone mumber:

D. X-RAY FINDINGS " Yes

21.1 1Is chest.X-ray available? ............ Y
(If NO, skip to section E)

21.2 Date of most recent chest X-ray (should

be 7 or more days after MI, cardiac sur-

gery, m,"o: balloon valvuloplasty):
| g

/ /
/ /
Month Day Year

21.3 Is this X-ray the qualifying X-ray? Y

22. Pulmonary congestion:

22.1 Evidence of pulmonary congestion Y
(1f NO, skip to Q. 23)

22.2 Basal or perihilar vascular blurring Y
22.3 Kerley B lines ..cccccccccescaccccces Y
(continued)

SOLVD MAIN REGISTRY BASELINE FORM (screen 7 of 15) (RBF page & of 8)

Yes No

22.4 Alveolar or pulmonary edemd ......c.- Y N
22.5 Pleural effusion ....cecscsesssessees ¥ N

E. ETIOLOGY OF DISEASE

23.1 what is the pripary etiology of participant's
heart disease (choose only one of the following):

Ischemic heart disease (IHD) ......... 1
Hypertsnsive heart disease (HHD) .....
Active Byocardilif .ccccsccccccssscass
Valvular heart disease - aortic ......
Valvular heart disease - mitral ......

[ T T R ]

Idiopathic cardiomyopathy cccecccecces
(specifics unknown)

Specific cardiocmycpathy ...... sieivans ?
(ax: viral, toxic, EIOH, postpartum,
of cocaine use)

history
(If nons, skip to Q. 24)
23.2 Specify:

Yes No Unreco:

24. Indicate all of the following that occur concur
rently (including etiology specified above):

24.1 Ischemic heart disease (IHD) Y N
24.2 Hypertensive heart disease (HHD) Y N
24.3 Active myocarditis . N
24.k Idiopathic cardiomyopathy b 4 N
24.5 Specific cardiomyopathy ) € N
(ex: viral, toxic, ETOH, post-
, history of cocaine use)
(If NO or UNRECORDED, skip to Q. 24.7)

24.6 Specify:
24.7 Valvular heart disease - aortic Y N u

c o a a

24.8 Valvular heart disease - mitral Y N u




SOLVD MAIN REGISTRY BASELINE FORM (screen 8 of 15) (RBF page 5 of 8) 23

¥. RELATIONSHIP TO SOLVD TRIALS (SKIP TO SEC G IF EF> 35X%) Yes No Unrec:

25.1 If participant is being considersd for the SOLVD 26.3 Complex congential heart disease Y N U
trials, copy Eligibility ID: :

26.4 Myocardial infarction within 30
days of expected randomization Y N u

26.5 History of intolerance to .
enalapril ..cccccocccceccccancnnns Y N U

25.2 If participant has been randomized into the SOLVD
trials, copy Randomization ID: 26.6 Currently taking ACE inhibitor and

unvilling/unable to discontinue Y N U
26.7 Renal failure ....ccesecc00000e Y N u
(1f participant randomized, SKIP to Q. 27)
26.8 Uncontrolled hypertension ..... Y N u
Yes Wo Unrecorded
26.9 Cor Pulmonale ........ S Y N u
26. 1If participant was considered for but
excluded from the SOLVD trials, please 26.10 Advanced pulmonary disease .... Y N u
identify the reason(s) for exclusion:
26.11 Major neurclogical disease .... ¥ N U
28.1 Hemodynamically significant valvular
or outflow tract obstruction ....... ¥ N U 26.12 Cerebrovascular disease ....... Y N U
26.2 Constrictive pericarditis .......... Y N U 26.13 Collagen vascular disease ..... ¥ N U
SOLVD MAIN REGISTRY BASELINE FORM (screen 9 of 15) (RBF page 5 of 8)
Yas No Unrecorded Yes No Unrec
26.14 Any major cardiac surgery likely Y N u
26.23 Suspectad sgignificant renal
26.1% Unstable angina pectorif ......... Y N i} artery Stenosis .....cc.cecceces Y N U
26.16 CANCOT .ccuusiecsnsvsssscsscsncees ¥ N U 26.26 Woman likely to bear children Y N U
26.17 Issunosuppressive therapy ........ Y N u 26.25 Other investigational drug pro-
tocols (except compassionate use) Y N U
26.18 Active myocarditis ....cccecas eeeese Y N U
26.26 Failure to give consent for the
26.19 Significant primary liver SOLVD trials «cccccscaascas asewe ¥ WU
diSeAS® ....cs0c0cc0000000s seaseses ¥ N U
26.27 Lack of adherence or tolerance
26.20 Likely to be nonadherent (alco- to medication .....cccesccs0ssess Y N U
holism, drug addiction, lack of
a fixed address, etc.) .cccceeseee ¥ N u 26.28 Lack of adherence to placebo
TUN=iN ccccacsacss R TN Y N U
26.21 Syncopal episodes presumed to be
due to life-thresatening arrhytimias Y N U
26.22 Other life-threatening disease
or not rsalistically expected
to be discharged alive ....cccecee Y N U




27. TPor which trial is/was the participant being
considered or is/was randomized?

Prevention P

Treatment T

Not considered/randomized N
G. CLINICAL HISTORY Yes No Unrecorded
28.1 Date history taken (wir.h}n 3 sonths of enrcllment)

) .

/ /
/ /
Month Day Year

28.2 Diabetes ®ellitus ....cceccccss
28.3 Chron. obstructive pulm. dis...
28.4 Carebrovascular accident ......
28.5 Angina pectoris .ccscccessssss
28.6 Peripheral embolis® ..cceceveee
28.7 Pulmonary emboliS® ...cccccccee
28.8 SYNCOP® .cocecrcccas
28.9 Hypertension ....ssscsccssssses .

M o o € K g g
® = = ® =® = = =
c & @ g8 aga g g

Yes No Unrecc

28.10 Peripheral vascular disease ... Y N U
28.11 EdemA ...ccvcenienncncans I B
28.12 Breathlessness on exertion .... Y N U
28.13 ASEHDA <eveeunnrnnnnn. voswwerne ¥ K 0 ®

(If NO or UNRECORDED, skip to Q. 28.15)

28.14 Approximate duration of asthma
(in years):

28.15 Pulmonary edema Y N u

29.1 Previous wyocardial infarction? Y N U
(1f NO or UNRECORDED, skip to Q. 30)

29.2 Enter date ?f most recent myocardial infarction
/
/
Month Year

29.3 Was the MI complicated by pul.non.n.ry odm,
shock, or heart failure? U

SOLVD MAIN REGISTRY BASELINE FORM (screen 11 of 15) (RBF page 6 of 8)

30. Swmoking history Yes No Unrecorded

30.1 Has the participant aver been
a smoker (tobacco)? .ccccceces N U
(If NO or UNRECORDED, skip to Q. 31}

30.2 Does the participant currently
mh? [ EE RN EREN R RN R R RN RN NN ] ! " u

31. Alcohol consumption history

31.1 Has the participant ever n:ullrly
consumed alcohol? ...... essnasn N L]
(1f NO, skip to Q. 32)

31.2 1Is there history of aleohol
abuse? (See Mamual of Operations
for guidelines) .......... T 4 N U

31.3 Does the participant curreatly
consums alcohol? ..ccccecesces ¥ N U

Yes No Unrecc

32. Permanent pacemaker? ...c..cc.s Y N u
33. Use of automatic implantable

ddimlhm? T s ssetsasenn Y N U
34.1 Previous cardiac surgery, PICA,

or balloon valvuloplasty? .... Y N U

(1f NO or UNRECORDED, skip to Q. 35)

34.2 Enter date of most recent cardiac
surgery, PICA, or balloon valvuloplasty:
/

/

/




SULYU MALN REAVASALNL Dfedbeibilie & Wini | @wa

£—-s-

Type of cardiac surgery: Yes No Unrecorded Yes No
34.3 Coronary artery bypass graft ... Y N U 36.2 Potassium-sparing diuretic ...... Y N
3%.4 Valve replacement - aortic ..... ¥ N U 36.3 Antiarrhythmic drug other than beta-
blocker or calcium antagonist ... Y N
34.5 Valve replacement - mitral ..... Y N U
36.4 Regular use of antiplatelet ..... Y N
34.6 Percutaneous transluminal
coronary .nglopl“ty (?ICA) AP § 36.5 Beta-blocker .ceivcvsscncccrsances Y N
34.7 Balloon valvuloplasty .ccceessss ¥ N 36.6 Long-acting oral nitrate or paste Y N
34.8 Other ...coceveees SRR N U 36.7 Hydralazine ............. Ceeenees Y N
(1If NO or UNKNOWN, skip to Q. 1s)
36.8 Open-label ACE inhibitor ...... 7 Y N
34.9 Specify: (Select "S" if in SOLVD r.rul)
H. MEDICATIONS IN USE AT LAST BOSPITALI- Yes No 36.9 Digitalis ...cccevccccccanss wisay ¥ N
ZATION OR OUT-PATIENT VISIT
36.10 Calcium antagonist ...... E TR Y N
35. Date of last hospitalization or out-patient visit:
;! ;l 36.11 Other vasodilator ....... R Y N
/ / 36.12 Antihypertensive (other than above) Y N
Month Day Year
(continued)
36.1 Potassium-losing diuretic ....... Y N
SOLVD MAIN REGISTRY BASELINE FOPM (screen 13 of 15) (RBF page 7 of 8)
Yes No
36.13 Other inotropic agent ........ R 4 N 39. Height (enter inches or cm):
36.14 ANticoagulant ....cccecccccsascsscs ¥ N 39.1 in.
36.15 Insulin ....ccc002222000s asscsnsess ¥ N
356.16 Stercids ........ esesescssacscse N 4 N 39.2 cm.
3’6-17 ‘.tl-z ."oni‘t mlm sssessssnmos ! "
beats/
36.18 Potassium Supplements ....sscsessss ¥ N 40. Heart rate: min
I. PHYSICAL EXAMINATION (At admission if hospitalized; 41. Systolic
if outpatient, last recording within 3 months) blocd pressure: mn Hg
37. Date of phy?iul exan
/ / 42. Diastolic
/ / blood pressure: mn Hg
Month Day Year
38. Weight (enter lbs. gr kg.): 43. Any of the following present? Yes No
u.lm......’... IIIIII LE R R KN N NN} Y N
38.1 ibs.
“atzh [EEETETRE RN RN R N NN NN BN NN Y N
8.2 kg- 43.3 Elevated jugular venous pressure Y N




Any of the following present? (cont.) Yes No

43.4 S3 BAlIOP ..cceveccccocsenaccens ¥ N
43.5 Mitral regurgitation murmur .... ¥ N
3J. ECC FINDINGS (Latest ECG, but not within 72 hours

of an MI; use only if taken within
lllt3-:nth.:) /

/ /

&k, Dats of ECG:

|

Month Day Year
Yes No

45. Atrial fibrillation/flutter ......... Y N
(1f YES, skip to Q. &7)

46, P vave tarminal forees in V1: =

47. QRS delay <= 120 8?7 .ccecssecccceccss Y N
(If MO, skip to Section K)

48. Amplitude of R wave in V5 or Vé:

(vhichever is larger)

49, Amplitude of R wave in AVL:

50. Amplitude of R wave in II, III,
or AVF (whichever is larger):

S1. Amplitude of S wave in V1:

$2. Amplitude of S wave in V3:

53. ST segment depression in
inferior leads of V5 or Vé:

mEanininin

54, Is Q-wave MI present? .......c.. sesmanengsnn U
(1f NO, skip to Section K)
55. Location of MI: Anterior
: Inferior
Both
Uninown

SOLVD MAIN REGISTRY BASELINE FORM (screen 15 of 15) (RBF page 8 of 8)

¥X. LABORATORY RESULTS (Use most recent re-
sults; use only if recorded within 6 sonths)

56. Dats of laboratory tut.s;
/

/ /
/ /
Month Day Yeaxr
57. Sodium (Ma): meq/l
58. Potassium (K): meq/1
59. Blood ursa nitrogen ng/dl
(BUN):
60. Creatinine: wg/dl

L. CORONARY ARTERIOGRAPHY (use only if taken within
past 12 sonths)

61. Does participant have a coromary artsriogram? Yes

(If NO, skip to Q. 66)

62. Date of ml?nuy arteriogram:
/

/ /

/ /
Month Day Year

63. The artericgras shows (select ONE):
Normal COTONAYY ATXteri®f .ccccecccacssssssccncercs
Insignificant coronary artery disease (less than

S0% stenosis of at least one major artery) .....

Significant coronary artery disease (>= 50%) ...-
Unknown or unrecorded ...ccecccccee e e seuaeian

M. SOURCE OF REGISIRY PATIENT
64, Hospitalized (In-patient) .......cccccveccnes
Out-patient ...cceocececsacs e e

N. SELECTION FOR REGISTRY SUBSTUDY Ye:
65. Data Entry System has identified this
participant for the Registry Substudy ..... s 4

66. Participant consents to Registry Substudy Y




— SOLVD REGISTRY =—

SUBSTUDY BASELINE FORM_

AXLLS20/87

R S B VERSION: A VISIT: 0

INSTRUCTIONS: | This form is to be completsd on Registry subjects selectsd and included in the
Registry Substudy. The information is to be obtained from the subject at a clinic
visit by a physician, mirse practitioner, or physician's assistant. The clinic visit
ghould taks place no later than 90 days after the Registry Baseline Form has been
Sss the SOLVD General Instructions for Completing

Forms for details.

completed. Please print clsarly.

SOLVD REGISTRY SUBSTUDY BASELINE FORM (screen 1 of 12) (RSB page 1 of 7)

A. IDENTIFYINRG INFORMATION
/

1.1 Today's date: /

/
Month Day

1.2 Initials of person completing form:

2.1 Participant's Last Name:

Year

2.2 Participant's First Name:

2.3 Participant's Middle Initial: ..cccccccccsas

B. ECHOCARDIOGRAPHY ELIGIBILITY Yes
3.1 Dats 2D ande-nndc .:bos!dm:
/ /

/ /
Month Day Year

3.2 WVers these echocardiograms of good
lity? (See protocol for criteria) Y
If RO, exit form)

3.3 Was Dopplar echo done? (only for those
cipants in the Echo Substudy) ... Y
(1f NO, skip to Section C)

3.5 Dats Doppllf donae:

/ /
/ /
Month Day Year




SOLVD REGISTRY SUBSTUDY BASELINE FORM (screen 2 of 12) (RSB page 2 of 7)

c.

L.l

ETIOLOGY OF DISEASE AND NYHA CLASS

Indicate the primarv eticlegy of the patient's
heart disease (choose only ONE of the following):
Ischemic heart disease (HD) .cssasescscssscscs
Hypertansive heart disease (HED) <ccccecssenes
Active myocarditis .c.cceccsccccscsscacaassnas
Valvular heart disease - &0rtic .ccccccecceess
Valvular heart m. = BitTAl ccccccscasecae
Idicpathic cardicmyopathy (specifics unknown)
Specific cardiosyopathy (ex: viral, toxic,

ETOH, postpartum, history of cocaine Use) coeo
(1f none, skip to Q. 5)

o WM P W N e

.

Yes

S. Indicate all of the following etiologies that
have t)accurnd (including the etiology specified

5.1 Ischemic heart disease (THD) ....cccv0s- Y

5.2 Hypertansive heart disease (HHD) ....... Y
5.3 Active myocarditif ..cceeeeee. S ceeee ¥
S.4 Valvular heart disease - 80TtiC ......... Y
5.5 Valvular heart disease - mitral ......... Y

5.6 Idiopathic cardiomyopathy .c.ceoessssecces T
(specifics unknown)

5.7 Specific cardiomyopathy (ex: viral, toxic,
ETOH, postpartum, history of cocaine use) Y
(1f WO, skip to Q. 6)

4.2 Specify: 5.8 Specify:
6. New York Heart Association CHF Class:
(Choose only one)
SOLVD REGISTRY SUBSTUDY BASELINE FORM (screen 3 of 12) (RSB page 2 of 7)
Yes No Yes
D. PAST CLINICAL HISTORY (up to completion 7.9 Hypertension ...ccecessccccccccccccncs Y
of the Registry Baseline form)
7.10 Peripheral vascular disease .......... Y
7. Does the participant have a history of:
7.11 Edem& ..c.cossesss avessaan SR e Y
7.1 Pulmonary edemd ...... essssssccsssssennss Y N
7.12 Breathlessness on exertion ....cceesee Y
7.2 m ‘llim SR ER R R L LB B B 0L 0} ! u
7'13 m T Y s TR R R R R R R A L R B B BB B Y
7.3 Chronic cbstructive pulsonary disease ... Y N (If NO, skip to Q. 8)
7.4 Carebrovascular accident ....cecceccsscss ¥ N 7.14 Approximate duration of asthma: 1
7.5 m mm -.ll....‘....'.'......... ! ‘ )
- 8. Cigaretts smoking (ignore any other tobacco w
7.6 ml embOlis® .c:020000000000000000 b 4 N
8.1 Has the participant ever smoksd cigarsttes
7.7 Pulmonary @mboliS® ....ccececccsssscscess ¥ N Togularly? ..ccescccsccacsssacansccns cen: Y
(1f NO, skip to Q. 9)
7.8 M II-.lCI..II..--....I...II'...I... ! . Z




SOLVD REGISTRY SUBSTUDY BASELINE FORM (screen & of 12) (RSB page 3 of 7)

Yes
8.2 At what age did the participant first begin
to smoke cigarettes regularly?
8.7 - After 24 years of age cigts/wed
years of age -
8.8 - During last 6 months cigts/we:
8.3 For how many years in total has the :
participant smoked regularly?
' years 8.9 Did the participant smoke any cigarettes
in the past week? .....cccccseccecncccaass Y
8.4 Fer how many of those years did the i-
pant smoks filtar-tipped cigarettes? 9. Alcohol conmumption history
years 9.1 Has the participant ever consumed
alcohol Tregularly? ...cicecscccsscacsoncens Y
(If NO, skip to Q. 10.1)
What (approximately) was the largest mmber of
cigarettss the participant generally used to 9.2 Does the participant currently consume
sacke in a week? (Count 1 oz ef handrolled to- alcohol reguUlarly? .ccesccsscssccsssoncas Y
bacco as 28 cigarettes) - (If N0, skip to Q. 9.5)
8.5 = Before 20 years of age cigts/week 9.3 Last week, how many drinks did the participant
have? (1 drink = 12 oz beer = 4-5 0z wine =
1.5 oz spirits)
8.6 = From 20-24 years of age cigts/week drinks
SOLVD REGISIRY SUBSTUDY BASELINE FORM (screen 5 of 12) (RSB page 3 of 7)
Yas No Unk

9.5

Specify current drinking pattern: Heavy

G0 TO Q.10.1

Regularly
Socially

Rarely

Unknown

Sxunxx

Nunber of days a weak the participant used to drink:

Specify former drinking pattern:

days

drinks/week
Heavy N
Regularly R
Socially S
Rarely X
Unknown g

10.1

Previous myocardial infarction? Y N
(If NO, skip to Q. 11)

Date of most ncmt{lyaurﬂial infarction:
/
/
Month Year

Was the MI complicated by pulmonary
edema, shock, or heart failure? Y N

Parmanent pacemaker? ....... asases Y N
Use of sutomatic implantable
defibrillator? ......ccceecevsaces ¥ N

Previous cardiac surgery, PICA, or
balloon valvuloplasty? .eceeescea. Y N
(If N0, skip to Section E)
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Yes No Unknown

13.2 Date of most recent cardiac surgery, PICA,
or balloon ulvuloglasty:

/
/
Month Year

14. Type of cardiac surgery:

14.1 Coronary artery bypass graft ........ ¥
14.2 Valve replacement - 80TiC .cceeeevess ¥
14.3 Valve replacement - mitral ...ceceee. ¥

14.4 Percutanecus transluminal mmnlry
angioplasty (PTCA) cccscescscscecssss X

14.5 Balloon valvuloplasty sceccessscscess ¥

154.5 OtBBT .coveccoccscsncasssssssasassans ¥
(If NO, skip to Section E)

1k.7 Specify:

= =

E. MEDICATIONS CURRENILY USED Yes
15.1 Digitali$ .ccccccsccscscsssscccccccss Y
15.2 Other inOtropic BZEAL ..ceeeeceeoees . Y
15.3 Potassium-losing diuretc ......c.0.00 Y

15.4 Potassium-sparing diuretic c.ceceseee ¥
15.5 Antiarrhythmic drug other than

beta-blocker or calcium antagonist .. Y

15.6 Regular use of antiplatelet ......... Y
15-7 ku-blm S EE R R R R AR R Y
15.8 Long-acting oral nitrate and paste .. ¥

ul’ W 'Y EE R R RN N R LR Y

15.10 Open-label ACE inhibitor .......... I ¢
(Select "S" if in SOLVD trial)

15.11 Calcium antagonist ........ R I 4

(continued)
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15.12 Other vasodilator ..cccccccescssssscssaes
15.13 Antihypertansive (other than above) .....

15.14 Anticoagulant ....... sssssssasnssssesesss
15.15 Insulin ..... sveeE s e A
15.16 Steroids ..cccccccase iassEdaR R

15.17 Beta-2 agonist inhalers .....cscevecccsss
15.18 Potassium supplements ....cccesssscscsss

F.  PHYSICAL EXAMINATION
16. Weight (entsr lbs g kg)

16.3 | s QR 16.2

17. Height (entar inches gr cm)

17.1 in OR 17.1

Yes No
Y K
Y N
Y N
Y N
Y N
Y N
Y N
kg

ca

18. Heart rata: bea!
19. Systolic blood pressure: mmH,
20. Diastolic blood pressure: mmH
21. Are any of the following present? Yes
21.1 hl.‘ I‘..llI‘..lIt.I.O.l...-v. ..... LN ] Y
zl.z “ ....II.......l....l.ll-..oﬂ lllll -e Y
21.3 Elevated jugular venous pressure ....... Y
z:-&”"llw lI.--.....l--l-...--....lnud0. Y
21.5 Mitral regurgitation BUFEBIT ccoceevescs- Y
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G.

22.

ECG FINDINGS (Should be 72 or more hours after
an MI)

/ /
Date ECG taken: / !l
/
Month Day Year
Atrial fibrillation/flutter? ....ceceee . Yes No
(If YES, skip to Q. 25)
P vave terminal force in V1: -
QRS delay <=120 BE? ...ccceccsesaascsces YOS No

(If NO, skip to Q. 32)

261

27.

28.

Amplitude of R wave in V5 or V6

(whichever is larger):

Amplitude of R wave in AVL:

Amplitude of R wave in II, III,

or AVF (whichever is larger):

Amplitude of S wave in V1:

SOLVD REGISIRY SUBSTUDY BASELINE FORM (screen 9 of 12) (RSB page 5 of 7)

31.
32.

33,

n.

35.

Amplitude of S wave in V3:

ST segmant depression in

inferior leads or V5 or V6:

Is Q-wave MI Dresent? .....ccccceeeeecsss Yas
(If NO, skip to Section H)

Location of MI: Anterior A
Inferior I
Both B
Unknown u

X-RAY FINDINGS (Should be 7 or more days after an MI,

cardiac surgery, PICA, or balloon valvuloplasty)

Date X-ray }:ak.m:

/ /
/ /
Month Day Year

No

Cardiac thoracic ratio (please msasurs):

36.

37.

Serial chest X-ray available to make
determinations? .......cccccnceenen

Fulmonary congestion:

37.1 Evidence of pulmonary congestion? ......

(If NO, skip to Section I)

37.2 Basal or perihilar vascular blurring? ..
37.3 Kerley B lines? .cccceecccncscccsacassacs
37.4 Alveolar or pulmonary edema? .......c....
37.5 Pleural effugion? .......... secssessseans

I.

PROCEDURES

38. Was the Holter monitoring done? ..........

39.

(If NO, skip to Q. 41)

Date Halmfpc‘rfomd:

II / !
Month Day Year
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Yes No i
40.5 Were the nsurchumoral ssasurements made

&0. Neurchumoral ssasurements: in the morning or afternoon?

A (AM) P (PM)

40.1 Was the PNE sample taken? ....eccccecceeaes ¥ N
40.6 Date suph.: nnttacor? laboratory:

w-lmmmml‘ m? I ER R AN RN LR NN NN ELEN] Y '

/ /
40.3 Dats neurcinmoral ssasurssents taken: / /
/ / Month Day Year
!f f!
Month Day Year TO BE COMPLETED LATER
40.4 Hour nsurcizmoral msasurssents taksn (01-12): 40.7 PNE: pg/ml
40.8 PRA: ng/ml/hr

SOLVD REGISTRY SUBSTUDY BASELINE FORM (screen 11 of 12) (RSB page 6 of 7)

Yes No Yes
41. Vere the procedures dons on the same day L&, Indicate any of the following symptoms present:
the echocardiograms were taken? .......... Y N
(If YES, skip to Section J) 46.1 ANGing ...ccccececce R B o X
42. Did any sajor events occur in the interim? Y N b65.2 DySPNeR .cccscsscsscaase Geaeu R e Y
If YES, complets Registry Hospitalization Form) '
46.3 Fatigue .ccsccsscsecsse R e Y
J. SIX-MINUIE WALKING TEST L6 .k DiZZINBEE ..ccncccccccsasccsssccscancans Y
43. Did the participant finish the six-minutes 46.5 SYNCOPe® cecsaas e e SR Y

“m t“t! TR FEEEFERRRRRRRRR R R RN N RN R R N Y " -
47. Total distance travelled (enter feet or meters)

ki, Time completed: min sac 7.1 ft QR 47.2

45. WUere thare any breaks in contimuity? ..... Y N .
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K. LADDER OF LIFE

Here is a ladder representing BEST

the "Ladder of Life." The top POSSIBLE |10
represants the best possible LIFE

life for the participant; the 9
bottom represents the worst

possible life for him/her. 8

-~

48. On vhich stesp of the ladder does
the participant feel he/she is standing
at the PRESENT time?

49. On which step does ths participant
fesl he/she was standing FIVE YEARS AGO?

Rlw]lsEjumlo

WORST
POSSIBLE | 1
LIFE

50. On which step does the participant feel
he/she will be standing FIVE YEARS FROM NOW?




—— KEGISTRY
HOSPITAL?ZATION FORM

VERSION A / 9—1-1986

ts6 I Fom: JR{M|F s | g —z
-— -
SEREXT REEX:
ISTRUCTIONS: This fors is to be used each tise o GuENEENE® participant Das been hespitalized.

e segaetsi musder 18 newded to IndicR

sater of t1ses Lhis v ﬂ Seguonce nusber
shauld start with 01 tha first tias the fors is wsad for participaat

. Prist clearly shan ewtering & resyonsa in $he pprapriate beses.
o7 suitiple cheice questions, circle the o sppropriate letter corremponding s
the response chesen. fpreific imstractioms for varisss tisns sre wciosed in
beses directly below the guestisn. fev the BOLVD Geweral lastractioms for Comploting

Feras for details.

= . ESTIALIZATIONFONN (scress §of ) (WF page 1 of & )

0. TOOMTIFYING TWFORMATION 4.2, Bate of Fischarpe:

! ! !/ !
1. Today's Date: / / m . / /
' '—if i__" '__’ J!
: Rants Bay Year flonth bey °  Yerr
2.1. Last Baoe:
.L-I §. PRINARY REASDN FIR
MOSPITALIZATION
b ,' "i“iin‘in’.....ﬂlllt
L.L First Lame: Grlinasn 1 5
e rtivvntler 8
2.3 Nisdle Rase 0 Dot et n ¢
N EEEEEEEE Rl

l l I I l I I l é. lfhl:rli'n_ullr (W), wpecify:
5

N .'-ﬂ-lllna ' u l

ds to saction C. JECOMSARY REASONS FOR
4.1, Bate of Mdsission: F WOSPITALI2ATION, Suestion 11, o8 page 3.
/| !
! { 3
o, o — 6.1 BZCDA Cadimg




HOSPITALIZATION FORNW

(screen 2 of 6 ) (RAF page B of 4 )

7. I Cardisvascalar, enter the code for PRINARY REASDN. couanossacesscncensroscasnans

D€  REASOM
A = lerssming CWF
= les OF
Horsening o mew angina
= [yscordial Infarction
= lenfatal cardiac avrest ot
ventricular tachycardia
that reguired setidrillatin
$# - Soragniricaler techyeerdia
or Vibrillation that required
IC conversion or pacing

§ = Uncortain tachycardia that required
BC comversion or pacing

- @ o w
L]

REASOH

Other arrhythsias

= Stroke

= Cardisc surgery
Pulsonary eabelisa

= Paripharal embolisa
= liprtemsin

=  Aastesis

=  Any other majer :mlt
Dig hsic-‘l‘:

-‘--r—nuu-E
®

Nots: 14 PRLEARY REASON s Byacardial iafarciisa 1) 4o 23 Susstiss e
17 PRIBARY REASON = Cardiac surgery (J) go to Ouestion V.1,
‘If PRIBARY REASON = Any other sajer svent (0) gs to Duestisn 10.
Stheruise, go to sectien L. SECOMDARY REASONS FOR MOSPITALIZATION, Guestion 11. e® page 3.

*T L ROSPITALIZATION FoPn

(screen 3 0f &) (RMF page 2 of &)

h!n.f!": Infargsien (B1)
If Yes, indicate the fallssing:
! !
B.a. Date of NI: ,’ :.'
flanth Bay Year
8.3, Tise of Bl2 a)
Touwdy & Th
[ SIS I N
] Bele evesee [ ]
]
Pebe coeeee P
- Imticata the prevence of the follswing:

‘ Yes o Ui
B.1. Pain . Y | RV,
'l!! tl".t“ m--...l'lll..l ‘ . U
0.3, Dhanges in ElS..cuccccnccoces Y b ] U

B0 to section C. SECONDARY REASOMS FOR
HOSPITALIZATION, Buestion 11. on page 3.

Cardisc Syrgery

’clo I' '.'l -
indicate SUTHRTYeocescoe Braft (“B&)

Valve

- . ..odireft § Talw

6
v
Tramsplantatise g7
3
Diher 0

If Graft (81, Valve (V), Tramsplantatien (T) or
Sraft L Tramsplant (), go to Suestisn 11., page 3.

9.2. 1 Bther (D), specifys

il

Go o Dusstion 11. 00 poge 3.

ny Other Raior Even

10. If Yes, specify other major gvent:

)i

i H:‘!B ‘*H‘ A 1 |



WOSPITALIZATION FORM  (screen & of 6 )  (NF page 3 of 4 )
C. SETONDARY REASONS Yes Mo
FOR MOSPITALIZATION
I.. h W..l..ll...ll....'....l.l. " ' l
11. Wespitalizationiescececs
Cardiovascalar 1 13,  Wersening or mew 20§iRd..cc0eee. Y i
Nencardisvascular L] _ )
L 18.1. Ryscardial Infarction (M1).eeees Y ¥
LT ] : .

11 Cardiovascalar (C), go o Susstiss 13,

11 Nome (D), ,n to_section D, INTTIALS OF
PEPSON I'.‘EI'PLE ING THIS FORR, Guestisa 28.
(TATH AR

12. If Nomcardisvascalar (N}, specify:

EENE

;12 WICDA coding O

B to section D, INITIALS OF PERSON COMPLETING |
THIZ FORF, Guestion 28. on page 4.

If Mo (Myscardial Infarctionl, go to Guestion 17,

/ !

1é.1a. Date of R]: !! !t
flooth Ba; Yesr

14.1b. Tise of MI: a)
Teuad Gi
(2 o)

.' ‘l.l essses .
.‘ ’l‘l sssane p

Pl o i 4 e fileeny
; Yas

K
I“l"t. m' Em: l‘.!. "h--...-...--..-...- (LI T IS ' '
(] o "
lsl hl-"a:w mtl.......--.. ' ' I‘.:. ‘I".t" mm'..l..‘l.lll...'.l ' . l
“ " MOSPITALIZATION FORY (screen S of 6 ) (RWF page 307 4 )
Yes o 22.2. If Yes (cardiac surgery),
ingicate the type.cccccaacbraft €
d6.4. Dhanges in EI5 Y av Valve v
Trm;l:u:t:tin T
17, Menfatal cardiac srvest or Graft § Valve §
ventricular tachycardia

that required defidrillation... L | ] Other 0

I8, Sayraventriculer dechycardia |
o fidrallatise that veguirsd®

K conversinn o munmoou ) Y |
1%  Sxcrrtain tachyeariia

that reguired .

K conversine o7 patingececcees Y |
2. Other mmil'-noonnc.oo.--o Y N
23. ‘lr.l.lonoc..-.-..I.-l..lllnnoo ' '.
lﬂ-l- :lf‘l“ “f"rr.-o-.ocacnoo---n Y ]

If B (Larfiac surgerg)y go to Ouestion 23.

If Sraft (61, Valve (V), Tramsplantation (T) or |
Sraft & Transplant, go to Guestien 23.

.. If Bther (B), specify:

Yes Mo
23, Pulsonary ee0liss..eenucccnccncaces Y ]
24, Poripheral o@deliBh..ccevccconceslipms Y ¥

-
| ——— - -

ao “m"“t'nIOOQ.llooolotlillaau..---- ' “

L



2s. RA2otP8i8eccccassasassascsssnece Y ]

Vel .w dther B3 evehleccsnccase Y n

If Mo (na;0r evemt), g0 to Question 20.

27.2. 1f Yes, specify sther sajor svents

w2 ow ey TITTD

D. INITIALS OF PERSON
CORPLETING THIS FORE

ul i.itm'i...... PSS 0890800050089
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REGISTRY
DEATH CERTIFICATE COVER SHEET

S R 5 O S S i s
VERSION & / 3-10-8b ; '

L [{ 1 1 VISIT: o {glDle

ISTRUCTIONS: Cosplete and attach this fors te the participant’s Death Certificate.
Send Doth to the SOLVD Cosrdinating Cemter ia Chagpel Mill, XC

BEATH CENTIFICATE COVAR SHEET

4. IDENTIFYING INFORMATION 4, Has tis @ Dospitalized Rt iceceecaen VO \

1. Teday’s Jate: '! l’
flonth Day Year
8. Cause of Death:
2.1. Last Naast
2.2, First Lase:
& “ . m w"‘?llttﬂanlooinoon'.’ '
Mo - N
b EEEEEEEE
5. INITIAL OF PERSON
CORPLETING TWIS FORR
,. !‘tiu.- ssgeaessns
1 Bate of Desti: ; /
] {
! /




DESICNATION OF DEATH FORM

e S

VERSION A / ®9—1-—1986

26s 10 roem: [RIDT0]  vemsiow [A %

INSTRUCTIONS: This fors stould be cospleted shen all climcal inforsation has been collscted
following o wmBEmmmd pariicipant’s geath to detersinse the couse of death s
cardiovastular or moncardiovascular,

Print clearly shen emtering 3 respunse in the ln.‘bt.‘utl bozes. For aultiple theile
questisns, cirzle the one appropriate letter or Busber Correspunding to the respunse
chosen. Specifiz imstructions for varisus questions are anclesed in bozes Girectl)
delon the question. Gee he SOLVD Seneral lastructions for Completing Fores for

detarls.
DESIENATION OF DEATH FOPM  (screem § of 4 ) (R3O page 1 0f 3 )
4, TSYTIFYIES 1WFDARATION B. TYPE DF BEATH
! J pem—p— Mtﬂﬂ o1 Jeath:
1. Today's hate: ] B .o Yes [ 4
' e s p R ! A o e
fonth Bay Year )
; ; 4.1, During o hospital a€B185I0R.ceecaes Y [
2. Date of Beath: ! /
! / 1f Yes, :uglm the REGISTRY
flonth bay Year . WOSPITALIZATION FOP™,
2.0 Tise of Jestti: a) ] 4.2 Merrved Y N
s finates
4.3. Tromsitic ¥ ]
.’ ...l asseed ‘
..:‘. E2 L E T ' ..‘. nl‘i“ a LTI L] \- “
3.1. Lest Mases L
1.2, First Beas:

3.3. Widdle Bene:

’- - ;—




DESIGHATION OF BEATH FDR , (screen 2of 4 ) (LD page 20f 3)

Conditisn of Death:

Yes Ks
0.5, Withia 7 days of -
[ ] m”‘lll infarctidBecesases "
A.b. Within 7 days of
C3THiaL BUTETYscescescsvssnnee n
0.7, dithin 7 days of
me-tiTiiiC BurjiTYoccsssccesss |
C. CAUSE OF DEATH
8. Cause of Seath..corecss Lardionascular 4
Mencardiovascal &y 4

1 sencardiavasculiar (M,
g9 8o Guestion 7.1, on page 3.

b1 1f tarﬁn_m;h: (€,
3

Cardiac ¢
Strake H
Pulsonary esdslisa V¥

$ther wascylar
o Fman 8

If Stroke (S) or
Pulssnary esdelite (V] or
Gther vascular or wnkmown (),
o ts section B, INITIIALS OF PERSOM
ORPLETING 15 FORA, Saestisn 5. on page 3.

.= - DESIGMATION OF DEATK FORR

(screen 3of & ) x9D page 2 of 3}

(Lardiac Death)

4.2, Chowse the vme sost
II"}' m;ﬂ‘ [ 1 | TOPDOOp——

Circle png muader.

'ﬂili.l:
preceding sersening
symisas .f. O secoscesmmece

- -

L

TR Sl o esssessccamne

Priasrily ralated %o pusp
failure (even if tormimel
svent mas 39 arthythsial....

nth.r ...l...‘.....".'.'ll.-..

1 the susbder tirel
section D. INITIALS
2

ed sas 1, 2013
OF PERSON CORPL™
THIS FORN, Buestip 8. o pace 3.

.
l.“!g.n

4.3, 17 Dtaar 10), specify:

PLEASE PRINT CLEALY.

i Bo to section b THITTALS OF .PERSON
| TeOLETING THIS FORK Question B on page 3




DESIGMATION OF DEATH FORR  (screen 4 of 4 ) (0D page 3 0f 3 )

9.1, 1f Mencardrovascular M)y .23 nri-na reent,
indicate the type of deathoccencss #a5 eath dup 10 LMV icsacccosssadtES Y

Circle gne muaber. L1 N
I Mo, go ts Guestion B.

A sacaadary camplicatisn of
beart failure Io.l.. PuEsonidy . _ _
besatic or remal sysfusction, 7.3. If Yes (cancer), specify prisary sitn

m‘ll.l..l..l'.'l..l..l..‘.l.."ll l

4 prissry ovent (indeywmient
of bairt f21lurR)sscessnscensassecs l
Go to Questien §.

Bmither § or Lo.a--u-a.nooonu-o 3
I & secondary complication (1) 7.4, If Neither 1 or 2 (), spucifys
g b Guestion A, : 1 . ]

- If meather 1 or 2 (d)y : : I

go %o Busstion 7.0,

. INTTIALS OF PERSOM
COMPLETING THIS FORM

'l !nitul‘oooillol-tcol..ll....l....-oic..l
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Appendix C
PROTOCOLS FOR SUBSTUDY PROCEDURES

I. Collection and Shipping of Blood Samples for Catecholamine and Renin

The following tubes will be provided in dry ice by the central laboratory
with each shimpent to the clinical centers. Please retain the insulated box
for returning the samples in dry ice.

(a) White top - Collection tube for plasma catecholamines.

(b) Lavender top - Collection tube for renin samples.

(c) Red top - Storage tube for plasma catecholamines (store the
separated plasma in these tubes).

(d) Blue top - Storage tube for renin samples.

(e) Black top - Quality control reference for plasma tubes for
catecholamine storage. Keep this in -70°C with your samples.

(1) Collection of Blood Samples:

When the study patient is at the stage for blood drawing, a 21 gauge
butterfly needle will be placed in a suitable vein and is flushed with
heparinized saline. The patient now rests supine quietly for 30 minutes. Use
LAVENDER TOP tubes (vacutainer B-D) for collecting samples for renin assay.
Use the WHITE TOP tube for collecting the samples for catecholamine assay.
Prechill these tubes in ice (4°C). Then a 20 ml sample of blood is collected
into a heparinized syringe (to heparinize the syringe, aspirate some heparin
[5,000 units/ml] into syringe, rinse the syringe and expell the excess
liquid). Four ml of blood is placed in catecholamine collection tube (WHITE
TOP) while 5 ml each is placed in 3 LAVENDER TOP tubes (do not use the
vacuum--open the cap and gently expell the blood to prevent hemolysis).

Cap the tubes and gently invert them 3-4 times. Make sure that the white
residue at the bottom of the catecholamine collection tube (WHITE TOP) is
completely dissolved. Place all the tubes in ice (4°C). All the tubes are
centrifuged within one hour of collection at 1,500 x g in a refrigerated
centrifuge for 15 min at 4°C (e.g., Beckman J6B with JS 4.2 rotor at 2,000
RPM).

(a) Plasma from catecholamine collection tube is placed in catecholamine
storage tube (RED TOP) (see flow chart below).

(b) Plasma from renin collection tube is placed in renin storage tube
(BLUE TOP).

Transfer plasma with disposable plastic pipettes. When transferring
plasma sample, do not collect the buffy coat found above the red cell layer.

All tubes are to be labelled with the following:
(a) Code number of the patient

(b) date of collection
(¢) center number
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Cover the label with 3M magic tape to prevent the label from peeling or
rubbing off in the freezer during storage. Store the samples in a -70°C
freezer in the storage box provided. (Sample should not be stored for more
than one week in a -20°C freezer.)

Central laboratory will proﬁide, at two month intervals, a fresh lot of
collection and storage tubes.

(2) Shipping of Blood Samples:

Return plasma samples every two months to the central laboratory. Return
the BLACK TOP quality control tubes with them. All tubes are packed in the
styrofoam shipping container provided with 5 1bs of dry ice and handed to the
carrier for air delivery. (We suggest that you retain the container sent by
the lab.) Avoid shipping on Friday. For shipment from Canada, use 10 lbs
(4.5 kilos) of dry ice in the container and avoid shipping on Thursday or
Friday. For shipment from Belgium, use 15 1lbs (7 kilos) of dry ice in the
container and avoid shipping on Wednesday, Thursday, or Friday. Please
contact the central laboratory prior to shipping the samples. The
catecholamine reference sample has been assayed by the central laboratory
prior to being distributed. When returned, these samples will be reassayed to
check for stability during storage of the samples at the clinical center and
during transport by the carrier (quality comtrol).

Flow Chart for Collection of Blood Samples

Butterfly needle placed

11,
v

30-minute quiet supine rest

1
X.

20 ml blood drawn

]
.
L

XJ. 17,
v

4ml sample in catecholamine| |Three 5ml samples in 3 LAVENDER TOP tubes
collection tube (WHITE TOP)|

v A
sTin at 1,500 x g for 15 minutes at 4°C
v v
plisma plaima
v v
RED TOP tube BLUE TOP tube

(catecholamine storage) (renin storage)
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II. Echocardiograms

To qualify for the Registry Substudy, the echocardiogram must be of good
quality. To be judged as good quality, an echocardiographic study must have
the following: _

(1) Adequate display of the aortic and mitral valve in the parasternal

long axis view with minimal or no anterior angulation of LV apex.

(2) Adequate endocardial definition of both visualized LV walls in the

parasternal long axis and apical view.

(3) Adequate endocardial definition of anterior septum and posterior

wall in the short axis view with a circular appearance of the LV
cavity at mid-papillary and mitral valve level.

(4) Adequate M-mode scan from LV at mid-papillary level to aortic root.

The following recording procedures will be followed.
a. Parasternal window

(1) Obtain a parasternal long axis view that shows good endocardial
definition of septum and posterior walls, good visualization of mitral and
aortic value as well as proximal aortic root. The view should be obtained
from the intercostal space that places the LV long axis as perpendicular to
the sound beam as possible. This location should be recorded for future
serial studies.

(2) Obtain a parasternal short axis view at mitral valve and papillary
muscles levels by rotating transducer from the long axis view. When properly
angulated, the short axis view should show a circular or near circular
geometry of the LV. Record an M-mode scan of the LV at papillary level
gradually moving up the mitral valve and into the aortic value insuring that
the M-mode cursor runs through the center of the LV cavity.

b. Apical window

(1) Obtain an apical four chamber view with the transducer as far
laterally as possible to maximize size of the LV cavity and provide good
visualization of mitral valve. Rotate towards the two-chamber view again
insuring adequate angulation to maximize size of LV cavity.

NOTE: The following Doppler procedures are to be done only by hospitals
participating in the SOLVD Echocardiography Substudy.

(2) Doppler

(a) Mitral inflow - apical four chamber view, place a 0.5-1 cm
sample volume at the mitral anulus level so that during diastole it falls at
the entrance at a sweep speed of 100 mm/sec.

(b) Aortic anulus (LV outflow) - apical long axis view. Place
sample volume at the level of aortic anulus just proximal to aortic valve and
record a minimum of 210 cardiac cycles at a sweep speed of 100 mm/sec.

(¢) Direct the continuous wave (CW) beam into the ascending aorta
and record 10 or more cycles after careful angulation to obtain the highest
aortic peak velocity possible.
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(3) Other Doppler recordings .

(a) Search for mitral, aortic and tricuspid regurgitation with
pulsed and CW Doppler using standard techniques. When regurgitant lesions are
present, record the regurgitant jet with SW from the window providing the
highest jet velocity. '

(b) Ascending aorta velocity using CW Doppler from the suprasternal
window.

Measurement and calculation

The original copy of the echocardiogram tapes will be sent to Dr. M.A.
Quinones' laboratory in Houston for evaluation. All SOLVD patients will be
studied on designated SOLVD tapes. Copies of each of the studies can be kept
at the individual SOLVD center to be used locally (i.e., reports to the
referring M.D.) and as backup in case the original tapes should be lost in
transit.

Procedures for gquality control

The quality of echocardiographic studies will be judged at the core
laboratory as excellent, adequate or suboptimal for measurements. Centers
with one or more suboptimal studies during the first 5 patients will be
contacted directly by the director of the core laboratory to re-address the
criteria to be used locally for quality judgment. The other participating
centers will absorb in equal distribution the additional recruitment load.

III. Holter Monitoring

(1) Technique Procedures

Standardization of the ambulatory recording devices is mandatory. For each
center, the ambulatory ECG recording devices should be able to produce a high
quality ECG signal which include the following requirements:

(a) All recordings must have a standard calibration signal of lmV
(10mm) pulses over at least 8 minutes in duration for S-T analysis.

(b) A standard patient preparation utilizing a degreasing and an
abrasive scrub to reduce surface impedance. (This will require an inservice
with the clinic coordinators of the participating centers.)

(c) Recorders must be dual channel reel-to-reel or PR 3XST cassette
recorders with frequency responses of .05-100 Bz with lead placement at CM
and CM, to allow for the detection of both ischemic events and ventricular
arrhytﬁmias. At the time of initial lead placement, alternative leads may be
selected (by a predetermined algorithm) if R-wave amplitude is insufficient or
evidence of MI or other factors would preclude S-T segment analysis.

(d) Test strips for signal quality will be an absolute requirement
so that an adequate signal is obtained in all cases. Each center will need a
test oscilloscope with a strip recorder or a single channel ECG machine for
testing signal quality in each patient. Standardization pulses can be
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produced either by recorders with internal calibrators or through a separate
pulse generator box plugged into the recorder.

(2) Procedures for Quality Control

Quality control procedures for ambulatory electrocardiographic recordings
will involve three phases. Phase I will address application techniques, Phase
I1 ambulatory ECG equipment requirements, and Phase II ambulatory ECG tape
analysis.

Phase 1

This phase includes instructions to all participating centers on
electrode application and skin preparation involving rigid criteria for
cleaning the skin, position of electrodes at V1 and V5 positions and the
application of the disposable electrodes on the skin. It is imperative that
the skin be properly prepared to reduce skin impedance (3800-5000 ohms) and
the site of the electrode placement be carefully chosen to eliminate the
presence of artifacts and wandering baseline on the ECG recording. Electrodes
should be applied on top of the bone and not on muscle or fat tissue to reduce
artifacts (a detailed electrode application procedure will be included). The
electrodes and lead wires should be secured with micropore tape and the use of
stress loops. All ambulatory ECG recordings will be graded for tracing
quality.

Phase II

All recording should be performed using AM ambulatory ECG recording
devices or a comparable cardio cassette recorded with a flat frequency
response of 0.05 to 100 Hz. Most manufacturers of Holter recorders would be
consdered acceptable for arrhythmia documentation and S-T segment analysis
except for the Oxford AM recorder which does not have an acceptable frequency
response. The recording tapes should be black oxide 2.65 inches in diameter
and all recorders should operate on 9V disposable batteries. The Cardio Data
PR 2XST cassette recorder would be the preferred system to replace the
reel-to-reel recorder since it is specifically designed to be run with the
Cardio Data ST analysis software program. A standard tape calibration signal
will be required for a minimum of 8 minutes on each patient. This involves a
series of 1 mV calibration standards fed into the ambulatory ECG recorder for
8 minutes by an external pulse generator box or provided by recorders with
internal calibrators. The Cardio Data PR 3XST cassette is equipped with an
internal 8 minute calibration signal. The calibration signal would be
followed by 15 seconds of ECG test strips to test for quality of the
electrical signal being recorded. This requires a standard single channel
12-lead ECG machine or an oscilloscope with a strip recorder and a test cable.
While obtaining the strip, the electrodes should be tapped gently to ensure
the absence of artifact and baseline wander. A minimum of 5 mm amplitude at a
gain of 1mV is needed on both chamnels. A six second segment must be sent
with each tape to be scamned. {Instructions for test completion and removal
of tape will be covered.)

Inservice and Training

Training sessions will be set up to cover Phases I and II for each
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participating center. An instruction book with the proper steps for
application of electrodes and proper ambulatory ECG recording technique will
be provided. This training session should be performed at the investigators'
meeting. Equipment maintenance will also be reviewed as it is important to
ensure proper equipment functioning. All participating centers will be
required to follow standard cleaning instructions for the external recorder
surface, leadwires and the recording head. After 8 to 10 uses, each recording
head should be demagnetized to ensure reliable recordings. Cables and lead
wires will be checked for fraying and broken connections and discarded if
warranted.

Supplies

All participating centers will be supplied with recording kits from the
Core Lab consisting of 5 electrodes, 1 9V battery, gauze sponges, Trazor and
reel-to-reel tape (or cassette tape) mailing labels. Additional supplies
would be sent in bulk, such as preparation solution (Freon), prep pens for
skin abrasion, micropore adhesive tape and cleaning solution for the
ambulatory ECG recording head.

Phase III - Ambulatory ECG Analysis

Ambulatory ECG analysis will be performed on the Cardio Data MK4 Scanning
System with an S-T analysis software program. After each tape is received it
will be scanned and the results transmitted to the Coordinating Center.
Quality control of the scanning system to test the reproducibility and
accuracy of the MK4 will be carried out monthly and whenever the research
scanner detects a malfunction of the system. This involves running a tape
with known quantity of arrhythmia. Quality control of the research scanner
will be performed on 2% of all recordings submitted in a random fashion from
the Coordinating Center. The selected tape will be read by the quality
control coordinator. If a discrepancy of greater than 10Z occurs, the quality
control coordinator will determine the cause and reduce the variability
appropriately. Analysis of QC will be stored at the Coordinating Center. A
hand count comparison will be performed on 1Z of all submitted recordings.

All reports will be reviewed by the staff cardiologist or his designee to
confirm the ECG interpretation. Ten percent of these reports will be read
blindly be a second cardiologist to quality control the interpretations.
Since the appropriate quality control of tapes for silent S-T shifts is not
well defined, the ambulatory monitoring laboratory at the University of
Florida (Gainesville) under the supervision of Dr. Hill will randomly re-read
SZ of the tapes for S-T segment quantitation.

S-T Segment Analysis

All S-T segment analysis will be performed utilizing the MK4 S-T analysis
software program. To perform S-T segment analysis, eight minutes of 1mV
calibration signals must be present on the analog or cassette tape to be
scanned. The technician sets two S-T markers; one at the iscelectric baseline
and one at the J point. A third measurement is made at .06 seconds to the
right of the J point. Once set, a minute-by-minute trend will be compiled for
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all minutes containing valid measurements. For the data to be used, there
must be at least sixteen beats retained in every minute.

Mailing and Storage of Tapes

All participating substudy centers will be required to label and mail all
accumulated tapes to the Core Lab on a weekly basis. The scanning center will
be responsible to log all tapes received per center, including patient name
(study initials and ID), date of ambulatory ECG recording, and date of birth.
The ambulatory ECG recorder and cable number will be included on the mailing
sticker so a technical difficulty can be quickly identified. All tapes will
be stored in an environment with low humidity and protected from ultraviolet
light.

IV. Six-minute Walking Test

The patient is to take nothing by mouth except for clear liquids for at
least four hours prior to the test. Daily cardiovascular medications may be
given four hours prior to the test or held until after the test. Patients
should be advised not to smoke for at least two hours prior to exercise. The
walking test is to be conducted in an enclosed corridor on a course 100 feet
(approx. 30.5 meters) long. The corridor should not be heavily transited and
should be free of obstacles and distractions. It should be divided into taped
five-foot sections to allow easy measurement of the distance walked. Chairs
are to be placed at either end of the course so that patients may rest when
needed.

Patients are to be instructed to walk from end to end for six minutes,
covering as much distance as possible. During the six minutes they may rest
whenever necessary. However, patients- should be encouraged to exercise to the
point of exhaustion and should only terminate the walk prior to six minutes if
severe shortness of breath, muscular pain, dizziness or anginal symptoms
should develop. In order to standardize the test, encouragement is offered
during the walk. Every thirty seconds while facing the participant, one of
the following two phrases is delivered: 'You're doing well" or "Keep up the
good work." Instructions are given to the patient as outlined below and
immediately prior to the start of exercise a marker is placed on the Holter
tape. At the end of six minutes, the patient is directed to stop, a marker is
placed on the Holter tape and the distance walked to the nearest foot (or
meter) is recorded.

The following instructions are to be read verbatim to the patient:

The purpose of this test is to determine how far you can walk in
six minutes. You will start here and go to the chair at the end of
the hall, turn around, and walk back. After arriving back at the
starting point, you will go back and forth again. Go back and
forth as many times as you can in the six-minute period. If
necessary, stop and rest and stay there until you can start again.
However, the most important thing about the test is that you cover
as much distance as possible during the six-minute perioed.

I will let you know when the six minutes are up. When I say STOP,
please stand right where you are.
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Do you have any questions about the test?
Please explain to me what you are going to do.
Are you ready?

Start when I say "GO."
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Appendix D
STRATIFICATION FOR SUBSTUDY PARTICIPANTS

It is expected that the vast majority of the participants eligible for
the SOLVD Registry will have ischemic or hypertensive heart disease, and that
about 5-10% would have cardiomyopathies or other "rare" etiologies. Thus, of
the 6000 expected participants for the Registry, approximately 300-600
participants would be of the "rare" etiologies, and 5400-5700 would be of the
more common etiologies.

The Registry has the potential to provide valuable clinical history
information on the so-called "rare birds" of congestive heart failure. Given
the interest in obtaining complete and detailed baseline information on these
patients, the computer program for identifying those patients to be included
in the Registry Substudy will essentially sample the Registry participants
with two different sampling proportions: 100%Z of the rare etiologies would be
included in the Substudy, and somewhere around 7-13Z (approximately 400-700
participants) of the ischemic heart disease participants would be included in
the Substudy, to roughly complete the 1000 patient desired.

Essentially, the Substudy subsample is a stratified random sample of the
Registry sample, with two strata (ischemic heart disease, other) with
different sampling proportions (.07-.13, 1.00, respectively).
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