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Appendix A
The details of blood sampling and storage will be added
after the Central Laboratory is selected.




APPENDIX B

SOLVD DATA FORMS

VERSION A
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8)
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14)

15)

ELIGIBILITY VISIT

MEDICATION MONITORING
MEDICATION TOLERANCE VISIT
BASELINE VISIT

RANDOMIZATION

FOLLOW-UP INTERVIEW/EXAM
ALTERATION IN STUDY DRUG DOSAGE
HOSPITALIZATION

FIRST NOTIFICATION OF DEATH
FINAL DESIGNATION OF DEATH
DEATH CERTIFICATE COVER SHEET
QUALITY OF LIFE

ERROR CORRECTION

QUESTIONABLE FIELD LDGB

SHIPPING LIST



APPENDIX C

GUIDELINES FOR OBTAINING INFORMED CONSENT
Every clinical trial depends for its success on the cooperative
participation of its subjects. They must take their medication as
prescfibed, return for follow-up visits as indicated, and contact the SOLVD
Clinic if side éffects develop. It is therefore imperative that’we try to
obtain truly informed voluntary consent. If the consént process 1is simply
a mechanical ritda?, the trial could be jeopardized not only on ethical |
grounds, but also by a high number of early drop outs, poor adherence to

therapy, and allegations of coercion will ensue.

A. Basic Elements of Informed Consent

According to DHEW guidelines, informed consent is interpreted to mean:

"the knowing consent of an individual or his legally authorized
representative, so situated as to be able to exercise free power of
choice without undue inducement or any element of force, fraud,

deceit, duress, or other form of constraint or coercion.”

The guidelines also set forth eight essential ingredients of informed

consent as follows:

1. Patients must be advised of the procedures to be followed and their

purposes,finc?uding identification of any experimental procedures, and

the expected duration of the patient's participation.




The ;tudy drug, enalapril, has not been licensed for treatment of LVD,
therefbre it must be considered experimental in this study. However, the
ACE inﬁibitors have been used to treat several thousands bf patients with
hypertension and heart failure. We must carefully explain that two kinds
of medications (active and a placebo) are being prescribed in the study and
that half thé patients will be assigned by chance to each therapy group.

It is essential that the patient understand that he or she will not
necessarily be taking an active drug. It is just as 1ikely that placebo
tablets will be prescribed. (However, should it become clear that the
pétiént needs the active medibation by current standards, such treatment

will be instituted.)

Health professionals -are not in the habit of discussing with patients the
pros and cons of placebo therapy, and there tends to be a feeling among
physicians and patients that active treatment with some procedure or drug
islalways_preferab]e to an inactive approach. Yet, a number of studies
héve shown that patients may be better off taking an inert placebo (less
adverse effects) than an active medication (sometimes ineffective), if

their health status is carefully monitored in both cases.

Ih‘our situatioﬁ we have a special reason for including a placebo group,
and patients should be given some understanding of‘its purpose. This calls
for an explanation of the scientific approach to the study--the need to
control as many variables as possible. By emphasizing the importance of
the placebo group, we explicitly call attention to the fact that this is
primarily a study, rather than a therapeutic program specifically designed

for the individual. Each patient will receive additional thefapy_based on



individual needs when indicated. Although, the scientific design of the
study requires that certain conditions must be similar in those receiving
treatment and placebo (that is why randomization is essential), this will

not interfere with the usual care of the patient.

We should carefully explain that this is a double-blind trial in which
neither the pétient nor the physician will know which medication the .

patient is taking.

To allay anxiety, it is important to note that not everyone connected with
the trial will be "blinded" in the sense of the study. An appropriate
person at each medical center will be able to identify the patient's

medication in an emergency situation.

Furthermore, a panel of national experts will know which patients are
taking which medication and what is happening to each therapy group. If it
is ciear that active therapy is beneficial then, the study will be ﬁtopped
S0 thai everyone can have an opportunity to take the active drugs; and if
active treatment is found to be harmful the study will.also be stopped, at
least for tho§e who might be harmed. Experts who‘have access fo all the
data from the trial are in the best position to judge the effectiveness or
harm of active treatment not the patients as a whole and special subgroupé
of them. Only from such a large comparative study of many patients will it
be possible to know whether the treatment is beneficial or harmful. In
individual patients it is qua]]y difficult to know whether the patient
survives because of treatment or because he/she has inherently a good

prognosis.



Patients should be told that they are expected to take their medication
daily over the course of the trial and visit the SOLVD clinic at Teast
every four months. While all of the laboratory procedUres are standard
medical practice, they need to be explained so the patients know what is
expected at each visit (e.g., physical examination,‘laboratory.tesfs,
questionnaires). To avoid misunderstanding, it should be made clear that

the study is expected to last until October 1991.

2. Anticipated benefits of the trial must be explained to patients.

Many'participants appreciate the opportunity to be involved in relevant
reseérch and to contribute to medical knowledge. In the SOLVD trial the
knowledge we gain will be specifically applicable to patients in the study
as well as other persons with congestive heart failure and asymptomatic
left ventricular dysfunction, and this is an added benefit of

participation.

About 250,000 patients are newly diagnosed each year with congestive heart
failure. Although we know that symptoms of congestive heart failure can be
alleviated whether or not treatment delays death is not known. It is

therefore in the best interest of the patients that this careful scientific

eva]uation of the treatment of heart failure be carried out.

A11 patients in the trial will be monitored closely. Furthermore, tests
and medications associated with the study are provided at no cost to the

patient. The patient will not be charged for the active or placebo



tablets, periodic examinations relevant to the study, or laboratory tests

required for the study.

There is no way of knowing in advance whether a particular patient will
personally benefit from active treatment during the course of the trial.
That will depend on whether the drugs are effective and whether the patfent
is assigned to the active treatment gfoup. We should be careful not to
suggest that patients will benefit from active treatment simply by entering
the trial. If we were convinced that the drugs were effective, we would
not be conducting the trial. The study may show that patients on placebo

therapy do as well or better than patients on acitve treatment.

3. Attendant discomforts and risks "reasonably foreseeable" must be

described.

A11 drugs have side effects. What is important is their severity and
frequency. In the SOLVD there is little 1ikelihood.that the subjects will
be seriously harmed by participating. To reducé the risks, we have
purposely excluded patients- for whom active therapy is contraindicated.
Further, the active drug in the study has been used in some tens of

thousands of patients worldwide and is not a "new untested" drug.

In spite of extensive precautions, however some patients will experience
adversé reactions. In the active treatment group some will have initial
hypotensive reaction with the first dose. This hopefully will be a small
number of participants and mild in nature because of the small initial

dose. Skin rash, altered taste sensation, proteinuria, pre-renal azotemia



and neutropenia may occur, depending on the specific agent finally
selected. If they know such problems can occur, they will be Tess
surprised if they do occur, and we hope they will be less inclined to
withdraw from the study. It should be méde clear that patients will be
monitored very closely, particularly when they begin taking study
medication, so that any problems that arise can be immediately treated.
Patients who have an exaggerated response to the medication will be taken
off the study medication~or have their dosage reduced, whichever is
appropriate. These side effects are thought to be reversible. Further,
neutropenia is thought to be extremely rare (1 in 7,000 patients who do not
have an impaired renal functjoh or collagen disorder). The FDA has approved

the use of this agent for hypertension.

To avpid the implication that side effects and problems are only linked to
the active drug, we should indicate that some patients on placebo therapy
may also experienced discomforts and difficulties similar to those
attributable to the active drug. Since placebo patients may think they are
taking acitve drugs, they may experience'and report more drug related

difficulties than otherwise.

4, Apprbpriate alternative procedures that might be advantageous for the

“subject must be disclosed.

This mandate is often overlooked in written consent forms. It means that
the participant should be told what options exist if he or she elects not
to participate in the trial. They may elect to be treated for their CHF by

their own physician, but it should be stressed that safety precautions have



been set up to ensure that if the symptoms and signs of CHF occur or are
aggravated, active treatment will be initiated and any other necessary

steps will be taken.

5. A statement describing the extent to which maintenance of‘

'confidentia]ityvof records identifying the patient needs'tovbe'made.

Confidentiality of all patient information is assured in all partitipating
centers, No}unauthorized personnel should have access to patient records

or resiuts of interviews or tests. Additionally, all record storage rooms
whould be appropriately secured, and should contain necessary locked files

or other storage equipment.

It may be usefu] to explain that in studies of this nature, numerical and
alphabetical codes are assigned by which central study files may be linked
to individua] patients. The Clinical Centers rétain forms which bermit
such linkage. The Patient Identification Forms contain patient identifiers
and study codes. If, in the future, it is neceséary for bétient éaféty
resons to contact individual patients, these locally maintained forms will
allow such contacts. ~Patients are not identified by name -in anv of the

forms submitted central coding or in any reports or publications.

6.  Persons responsible for the study must offer to answer any inquiries

concerning procedures.




We suggest that one or more people associated with the tria] be available
to answer relevant questions while patients are contemplating

participation.

7. Patients must be told that they can withdraw from the trial at any

time without prejudicing their future care.

We obviously would Tike our subjects to remain in the study as long as
pdssibfé, but they have the right to withdraw at any time. We must
communicate fhis option to patients without luring them into the trial on a
probationary'“look and see" basis. Hesitant patients should be evaluated

very carefully to screen out those who are likely to withdraw early.

The right to withdraw from a trial is meaningless if such behavior invokes
penalties. If they drop out of the trial, the fact of dropping out will

not jeopardize their regular care.

8. . Prospective subjects must be advised of the availability or

non-availabilty of medical treatment or compensation for physical

injuries incurred as a result of participation in the study.

It may be dsefu] to distinguish between providing stpdy treatment and
follow-up free of charge, and financial compeﬁsation for injuries incurred.
The Federal Government is prohibited by law from commiting funds that have
not yet been appropriated by Congress, and no funds have been allocated for

compensating injured subjécts in trials such as the SOLVD. The only



recourse for such patients is to seek compensation through the courts or

through negotiation with the Clinical Center involved.

Reimbursing the cost of medical treatment for a research-inducedvinjury is
a separate issue. Every effort will be made by the Project Offite,and the
cooperating centers to reimburse injured subjects for their medical
expenses if the patients are required to pay such costs out of their own
pockets. Any such problems will be dealt with on a case by case basis
(and, indeed, in the rare instances where some additional costs have been

incurred, the NHLBI has paid for this).

Policies regarding compensation and reimbursement vary from institution to
institution, so we cannot recommend a standérd approach for all .
participating centers. However, on the basis of our observations to date
in other clinical trials using the active study medications, we offer
'several suggestions. Staff members should stress the fact that the chance
of serious injury in the SOLVD is extremely small but the.governmeht
requires that compensation be discussed with patients if there is any risk
at all. Legal terms and concepts should be translated into layman's
language, and the ideas should be made relevant to the SOLVD, not simply to
research in general. Comments regarding compensation should be as brief as
possible. wheré every contingency is described, these statemehts tend to
be lengthy and out of balance with the rest of the consent form. They
give the impression that injuries are likely to occur, even though we say

elsewhere that the probability of serious side effects is minimal.

B. The Process of Obtaining Consent




The eight ingredients of informed consent in the DHEW guidelines refer
primariiy to categories of information that enable patients to make
rational decisions regarding participation in clinical trials. Except for
the stipulation that patient inquiries should be answered, these basic

elements do not refer to the process of obtaining informed consent.

Various studies indicate that the circumstances under which consent is
obtained in clinical trials can have a profound influence on the patient's
interpretation of information communicated during the consent discussion

and on the freedom of patients to make their own decisions.
Given the data at hand, we are recommending the following guidelines to
insnre that the consent we obtain will be as informed and voluntary as

possible:

1. Participants should be fully informed about the study and have

adequaté time to evaluate the pros and cons of participation.

If it is thought desirable, the Consent Form may be left with the
participant after the Initial Contact, so that he or she may more carefully
review it. (It should be returned unsigned) Time should be set aside for
orientation to the SOLVD for eligible partitipants, in order to discuss the

pros and cons of participation.

2. Participants should be encouraged to discuss the study with anyone

they wish, particularly family and friends who might be affected (for

example, persons who might be needed to provide transportation.)




Close associates of the participant may raise questions and considerations
that the patient is likely to overlook, and questions that concern the
family are better answered sooner than later. Furthermore, there is
evidence to suggest that family support for studies of this kind increases

the probab111ty}of patient cooperation during the course of the research.

3. To be eligible for participation in the SOLVD, participants must have

the capacity to.give,their own informed consent.

If a participant is incapable of understanding what is expected of him or
her as a subject.inithe study, it is not permissible to obtain informed
consent from a guardian. The study requires daily responsibilities that -

cannot be easily assumed by nther persons.

4, The setting in which consent is obtained should be as private as

possible so patients can freely ask questions without embarrassment.

If extraneous parties can hear the conversation, patients may be reluctant

to ask appropriate questions.

5. To avoid pressuring the patient, only one person associated with the

study should be pfesent when the patient reviews the consent forms.

If a second witness is required, he or she should be as unobstrusive and

non-committal as the situation permits.



6. The patient should be given a copy of the informed consent forms after

they are signed and witnessed.

Even though patients are free to withdraw from the study at anytime, the
consent form spells out our obligations to the patient and the patient's

obligations to the study while he or she is a subject.

7. Patients should be encouraged to keep the consent forms because they

contain useful information about the study which they can review from

time to time.

8. The name and telephone number of a local individual who could be

contacted in case of emergency should be included.

C. Reducing the Vulnerability of Participants

A participant's trust in his or her physician is not a substitute for truly
informed voluntary consent. Where dependency 1is paiticular]y evident, we
must be especially careful to give patients all the freedom they need to

say "no" if this is their inclination.

Where the person responsible for obtaining the participant's consent is
also the person in-charge'of the participant's regular medical care,
participants must be told in no uncertain terms that they will be treated
with thé same degree 6f interest and concern regardiess of whether they

pafticipate in the study.



In approaching the issue of informed consent, we should keep in mind its
two essential components -- information and voluntary choice. When we
share with patients jmportant facts about the SOLVD trial, we treat them as
potential parthers in our research and enable them to rationally evaluate
their capacity and willingness to participate. By fully disclosing
information about the study, we are expressing respect for our patients and

reducing their vulnerability to coercions.



SUGGESTED DRAFT

(INSTITUTION)

CONSENT TO PARTICIPATE AS A RESEARCH SUBJECT IN THE
STUDIES OF LEFT VENTRICULAR DYSFUNCTION
(SOLVD)

The National Institutes of Health is conducting
research Studies of Left Ventricular Dysfunction at about
one hundred medical centers in the U.S., Canada and Belgium.
The purpose of the study is to evaluate the effects of
long~-term drug administration on patients who have moderate
left ventricular dysfunction or those who have overt heart
failure. :

I have been found to have left ventricular dysfunction;
that is, my heart does not pump blood adequately. Patients
with this problem are more likely to suffer from premature
death than those who have normal ventricular function.

Some of the patients in this study will be found to
have overt heart failure and symptoms such as leg swelling
and shortness of breath. Studies have shown that treatment
of heart failure usually improves these symptoms. Doctors
do mot agree about whether or not treatment of heart failure
prolongs life. The aim of this study is to evaluate whether
or not the study drug (enalapril) used routinely prolongs
life in those who suffer from heart failure or left
ventricular dvsfunction. Regardless of the benefit I may
get from the treatment of heart failure, the information
gathered in this study will be very important for doctors in
deciding how to treat persons who have left ventricular
dysfunction.

During approximately the first three weeks of the
study, I will receive for some period of time the active
medication (enalapril) and during another part I will
receive an inactive medication that appears to be similar (a
placebo). My response during the first three weeks will
determine whether or not I am continued in the study. During
the remainder of the study, I will be on either enalapril or
placebo. '

The type of drug I will be taking during the remainder
of the study is selected by chance rather than by my clinic
doctor. I have an equal chance of receiving enalapril or
the placebo. In order for the study to be successful,
neither the clinic doctor nor I will know what drug I am
taking, although should a need arise to know the identity of
the drug, it can be revealed. I will be taking one pill
twice a day.



Enalapril is an accepted agent for treating patients
with high blood pressure. The drug can occasionally (in
about 3% of cases) cause side effects which are rarely
serious but can sometimes be bothersome. There is a small
chance I could experience side effects such as:
light-headedness, skin rash or protein in my urine, or
occasionally a drop in blood pressure that may require
treatment. Rarely, an altered taste in the mouth or very
rarely a low white blood count or an allergic reaction may
occur which may result in redness or swelling of the skin or
breathing difficulty. All these side effects are thought to
be reversible. If any of these events happen, my drug
dosage may be reduced or discontinued.

All information being collected will be continually
monitored by independent researchers associated with the
Study. Additionally, a group of national experts will be
reviewing the data at frequent intervals. I also understand
that safety precautions have been set up to ensure that if
my condition worsens my doctor may change other aspects of
my treatment other than the study drug to treat my heart
failure. I will always be offered any treatment that my
medical condition requires and participating in this study
will not affect that. Alternative options for therapy of my
left ventricular dysfunction are available if I choose not
to participate in this study. 2additional or alternative
forms of treatment for patients with left ventricular
dysfunction and congestive heart failure symptoms include
diuretics (water pills), digitalis, anticoagulants (blood
thinners), antiarrhythmic drugs (drugs to regulate my
heart's rhythm) and vasodilator drugs that include
nitroglycerin tablets, hydralazine, prazosin, diltiazem,
and/or nifedpine. All or some of these drugs may be given
to me while I am in SOLVD and taking enalapril or placebo.
Any extra tests or hospitalization required by the study
will be covered and paid for by the study.

1 agree to participate in the Studies of Left
Ventricular Dysfunction Program which is currently scheduled
to conclude in 1991.

I agree to take part in the procedures to be done at
baseline visit and subsequent follow-up visits.

At these visits some or all the following will take
place:

1. The information about my medical history and
general well-being will be collected.

2. I will be given a brief physical examination.

3. Samples of my urine may be collected for tests.
There are no risks involved in this procedure.



4. I may have blood drawn from my arm with a needle
for test. I understand that the needle feels like
a pin prick. Occasionally, bruising may result.

The baseline visit will take about 30 minutes.

The next visit will take place a few days after this
visit, and subsequent visits are less frequent. After the
first four months, I will only be required to visit the
clinic every four months, unless certain special
circumstances occur. Most of these visits will be
considerably shorter than the first wvisit.

I will be given the results of all my examinations and
procedures at all clinic visits and, if I give my
permission, these results may also be reported to my private
doctor.

I understand that my Social Security or Medicare number
will be used to help the SOLVD Clinic know if I am in the
hospital. I also understand that this will in no way affect
nmy Medicare coverage. I understand that this and all
information obtained as part of the study will be considered
confidential and only used for research purposes. My
identity and my Social Security number will be kept
cvonfidential. Please be aware that certain agencies of 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.

For this study to be a success, it is important that I
remain in communication with the study and if I lose touch
with the clinic, they will try to f£ind me to ask about my
health. For this reason, I agree to tell the clinic when I
move and also to provide names, addresses and phone numbers
of relatives who will know my state of health. I agree to
try my best to keep appointments at the clinic and to let
the clinic know if I need to change appointments or when I
have any problems following the instruction of the clinic
staff. It is also important that I take all the tablets
prescribed to me, although when necessary the dose of the
tablets may be increased or decreased.

[Federal Regulations requires a clinic specific statement
regarding compensation related to participation as a human
research subject.]

My participation in the study is entirely voluntary and
will not affect any medical care to which I am entitled.
Further, I am free to refuse to take part or withdraw at any
time. I have been given a copy of this form.



has discussed this
information with me. If I have any questions about the
study, about my rights as a research subject, or about
research related injury at any time in the future, I can
call .
(Name)

{Telephone number)

Signature of Investigator Date

Signature of Subject Date

Witness to Subject s Signature Date



APPENDIX D

RATIONALE FOR SELECTION OF THE DRUG FOR SOLVD

1. ACE inhibitors

The advantages of ACE inhibitors as a class of drugs for
patients with left ventricular dysfunction include proven
long-term efficacy in terms of improvement in symptoms,
exercise tolerance and hemodynamics, and a large amount of
clinical experience with two of the three available agents
(captopril and enalapril). One agent (captopril) has FDA
approval for use in congestive heart failure. Two of three
available agents (enalapril and lisinopril) are suitable for
once-or-twice a day dosing. All three drugs are relatively
free from major side~effects in most patients.

Disadvantages of ACE inhibitors include: hypotension
and prerenal azotemia, and occasionally other potentially
serious side effects including neutropenia and proteinuria
with at least one of these three agents (captopril); concern
whether these agents can be withheld in severely ill
participants randomized to the control group in the
Treatment Trial (see below); some theoretical concern that
the drugs may have limited efficacy in the Prevention Trial,
as there is little information about the lack of activation
of the renin-angiotensin system in asymptomatic
participants.

a. Enalapril has been the subject of extensive clinical
investigation, not all of it yet published. The efficacy of
the drug in congestive heart failure is comparable to that
of captopril. The half life of the drug is about 11 hours,
in part due to the time required for hepatic
de-esterification to enalaprilate, the active metabolite.
The doses that are effective in congestive heart failure
have ranged from 5 mg bid to 20 mg bid, with the average
being 10 mg bid. Hypotension with initial treatment is
probably about as common as with captopril. Enalaprilate is
excreted by the kidneys, and dose reduction in renal failure
may be required as with captopril. Theoretically, hepatic
congestion might slow bioconversion, and there is some
evidence that peak effects after administration are delayed
in patients with congestive failure.

b. Captopril is the agent with which there is the
largest clinical experience. The half life of the drug is
about 2 hours, and the recommended dose in congestive heart
failure is 25 mg tid to 100 mg tid. The drug is excreted by
the kidneys, and the dose may have to be reduced in renal
failure. Hypotension may occur with initial treatment,
especially in participants with hypovolemia or hyponatremia,
and smaller initial doses, as little as 6.25 mg are
advisable in such partic1pants.

¢. Lisinopril is a promising agent but there is very
limited data available.

d. Rationale for choosing enalapril

It is noteworthy that either enalapril or captopril
could be used for the Prevention and Treatment Trials.

There is a preference for enalapril pending its
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availability. Major considerations are the dosing schedule
and the side-effect profile of the agents.

2. Other vasodilators

These include hydralazine, nitrates, and prazosin.

Some advantages include: demonstrated long-term efficacy of
nitrates in terms of improvement in symptoms and
hemodynamics, and relative freedom from serious side effects
of nitrates and prazosin. Disadvantages include: lack of
demonstrated long-term efficacy of hydralazine or prazosin;
possible serious side effects (lupus syndrome) from
hydralazine, and requirement for dosing at least three times
daily with all three agents.

3. Inotropic agents

These include digoxin, milrinone, beta adrenergic
agonists, and orally active dopamine-type drugs.

Advantages of inotropic treatment include: demonstrated
short-term efficacy of milrinone and possibly digoxin in
improving symptoms and hemodynamics; relative freedom from
non-cardiac side effects; and once a day dosing for digoxin.
Disadvantages include unsuitability for the Prevention
Trial; lack of demonstrated long-term efficacy of
beta-adrenergic agonists and milrinone, and limited
experience with orally active dopamine-type drugs, milrinone
and beta-adrenergic agonists; multiple daily doses reguired
for milrinone and beta agonists; and possible cardiac side
effects especially worsening of ischemia and arrhythmias.
Further, some studies suggest that inotropic agents may have
an adverse effect on mortality.

4. Beta-adrenergic blocking agents

Several trials of beta-blockers in postmyocardial
infarction patients have shown a reduction in long-term
mortality. Limited uncontrolled experience suggests that
patients with advanced congestive heart failure due to
cardiomyopathy, may improve when given beta-blockers. It is
unclear whether or not these observations can be
extrapolated to the type of participants being studied in
the SOLVD Program. Potential advantages of the
beta-blockers are low toxicity, and once a day dosing.
Disadvantages include the fact that many participants
recruited for the Prevention Trial will already be taking
beta-blockers, and probably lack of suitability for the
Treatment Trial (despite the limited experience cited above
in symptomatic patients).

Agents with intrinsic sympathomimetic activity such as
Xamoterol are not ideal for such a study because of the lack
of documented long-term efficacy in patients with congestive
heart failure.

5. Calcium channel blocking agents

These agents have interesting physiologic properties
including coronary and systemic vasodilator effects, and
antiarrhythmic actions. There is very limited experience
with their use in congestive heart failure, and some of
them may also have a negative inotropic effect.

6. Antiarrhythmic agents




About half the long-term mortality in patients with
congestive heart failure is due to sudden death. While
trying to prevent sudden death, presumably through
suppressing tachyarrhythmias, appears to be theoretically of
interest, several issues remain to be addressed before
embarking on a large clinical trial.

Some studies indicate that tachyarrhythmias may be the
immediate precursor of sudden death in CHF patients.
However, other studies indicate that "bradyarrhythmias" may
also be of importance. Further, there is a controversy as
to whether complex ectopic beats recorded on a routine
Holter monitor are an independent predictor of sudden death.
In addition, we lack information regarding what the
long-term efficacy of conventional or experimental
antiarrhythmic agents is in suppressing ectopy in CHF
patients and what the ability of these patients is to
tolerate these agents. Further, the antiarrhythmic drugs
may in themselves be pro-arrhythmic. The potential
advantage of including antiarrhythmic treatment either as
part of a factorial design or as a third treatment arm would
be to address these unanswered questions. The overwhelming
disadvantage is that the projected sample size of 2500 in
the Treatment Trial would then become inadequate to address
the question of mortality, either for the primary agent or
the antiarrhythmic agent. Even if a third arm, equal in
size to the other two, could be added for studying the
effect of antiarrhythmic agents, the data are not currently
available to show which antiarrhythmic agent should be used,
or what doses would be appropriate.

Similarly, there is probably little to be gained by
attempting to combine the present SOLVD Program with the
Cardiac Arrhythmia Treatment Study (CATS), which deals
primarily with a postinfarction population with relatively
good cardiac function. There are major differences in case
mix and risk profiles in the two groups.

C. Summary on Drug Selection

The evidence mentioned above supports the use of an ACE
inhibitor in both the Prevention and Treatment Trials. As a
single agent for use in both the Prevention Trial and
Treatment Trial, an ACE inhibitor possesses important
advantages. The data thus far available suggest uniform
efficacy with low toxicity. Non-ACE vasodilators have an
uneven record, and seem less suitable. Inotropic agents are
suitable only for the Treatment Trial, and beta-blockers
only for the Prevention Trial; both very important
limitations. Although a minority of centers may have
difficulty recruiting participants that are not taking ACE
inhibitors for the Treatment Trial, this will probably not
prove to be an important limitation. An ACE inhibitor is
therefore selected as the agent to be evaluated for both the
Prevention and Treatment Trials. Either enalapril or
captopril is acceptable.

‘The effect of antiarrhythmic agents upon mortality,
although an important issue for the future, cannot be
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answered in the current study. Some pilot studies might be
done as substudies, either as a part of the proposed SOLVD
Registry, or through recruitment of additional participants
for that specific purpose.

D. "Standard Treatment"

In the Prevention Trial, the control group will receive
only placebo medication in addition to other drugs that they
may receive for indications other than CHF. 1In the
Treatment Trial, the regimen for the control group is more
complicated. Most participants will already be receiving
digitalis and diuretics as "standard treatment" and many
will be receiving non-ACE vasodilators as well. Four
possibilities for ancillary treatment in the Treatment Trial
were be considered: .

1. Control group to receive placebo, and allow other
medication, inc¢luding non-ACE vasodilators, to be
adjusted by the attending physician.

‘2. Control group to receive placebo, but restrict
control group to participants not requiring
vasodilators. (This would eliminate a sizeable
group of otherwise eligible and high risk
participants.)

3. Control group to receive a non-ACE vasodilator or
combination of vasodilators, similar to the
V-HEFT-2 study.

4. A format combining 1) and 3), such that
participants not requiring vasodilators would
receive placebo, and those requiring vasodilators
would receive a non-ACE vasodilator or combination
of vasodilators.

Alternative 1 is the simplest, easiest to recruit
participants into, and least likely to restrict management
by attending physicians and was selected.

On rare occasions, initiation of treatment with an ACE
inhibitor results in symptomatic :hypotension which may
persist for several hours. This generally occurs in
participants with hyponatremia and/or hypovolemia; the
frequency of this problem may be minimized if diuretic dose
is reduced prior to treatment and/or a lower dose of ACE
inhibitor is used. There is only minimal experience,
however, with the use of ACE inhibitor in particiwants who
are already taking other potent vasodilators (nitroglycerin,
prazosin, hydralazine, etc.); and it is possible that these
participants will also have an excessive tendency to develop
significant hypotension. This problem should be minimized
if not obviated by gradually and carefully initiating active
drug treatment at a low dose and progressing to the higher
maintenance dose.




ADDENDUM TO APPENDIX D:
SOLVD DRUG SELECTION SUBCOMMITTEE REPORT

At the Policy and Advisory Board meeting of February 6,
1986, there was further discussion apout the choice of an
ACE inhibitor for the SOLVD Program. Dr. William Hood cited
the reasons for the original selection of énalapril as the
active agent, based upon published literature, and the FDA
hearings on enalapril. The available data indicated that
enalapril was effective in treating congestive heart
failure, in terms of relieving symptoms, and increasing
exercise tolerance and maximal oxygen consumption. The
effects were similar to those reported for captopril. At
the same time, there was evidence that some of the side
effects seen with captoril might be reduced with enalapril,
including taste disturbances, proteinuria, and neutropenia.
Therefore, enalapril was selected on the basis of efficacy
similar to that of captopril, possibly fewer side effects,
and the convenience of twice a day dosing rather than three
times a day dosing as with captopril. 1In addition, it was
thought that starting with a small dose of enalapril (2.5 mg
twice daily) and gradually increasing it would be quite
safe.

Dr. Milton Packer of the Policy and Advisory Board made
the group aware of his own experience with adverse effects
from enalapril, particularly hypotension and renal failure.
In his study of 42 patients randomized to either enalapril
or captopril, symptomatic hypotension occurred with both
agents, but was more prolonged and more profound with
enalapril. This may relate to the drug's duration of
action, but also to the use of a rather large dose of
enalapril in his study (10 mg initial dose, 20 mg BID
maintenance dose).

Dr. Salim Yusuf presented a review of the extensive
published literature concerning hypotension with enalapril
treatment. In 291 patients with heart failure in open label
trials, early hypotension was noted in 3.7%; in 506 heart
failure patients in double blind trials, early hypotension
was noted in 2.0%. Many of these patients had advanced
grades of congestive failure, and the dose of enalapril was
usually 5 mg or greater. 1In 505 patients with congestive
failure given enalapril longterm, the incidence of
hypotension was 1.8%, Thus it was felt that hypotension
would be an infrequent problem in SOLVD.

After this discussion, the Policy and Advisory Board
-endorsed the decision of the SOLVD Steering Committee to
employ enalapril as the study drug. There was concern,
however, over the use of an ACE inhibitor in patients
already taking other non-ACE vasodilators, since there is
little experience with this group. The Policy and Advisory
Board recommended that preliminary studies be done in this
subset of the Treatment Trial to be certain that 2.5 mg of
enelapril is safe.
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Appendix E

Albert Einstein College of Medicine

Principal Investigator

Thierry H. LeJemtel, MD

Hospital of Albert Einstein
College of Medicine

1825 Eastchester Road

Bronx, NY 10461

(212) 904-~-4166

Co~-Investigators

William H. Frishman, MD

Hospital of Albert Einstein
College of Medicine

1825 Fastchester Road

Bronx, NY 10461

(212) 904-2896

J. Wexler, MD

Hospital of Albert Einstein
College of Medicine

1825 Eastchester Road

Bronx, NY 10461

(212) 904-2923

Brian Chadwick, RN

Hospital of Albert Einstein
College of Medicine

1825 Eastchester Road

Bronx, NY 10461

(212) 904-2193

Debra Gumbardo, RN

Division of Cardiology

Hospital of the Albert Einstein
College of Medicine

1825 Eastchester Road

Bronx, NY 10461

(212) 904-2193

Joanne Cioffi (Secretary)
Division of Cardiology
Albert Einstein Hospital
1825 Eastchester Rd.
Bronx, NY 10461

(212) 904-4161, 4166



Baylor College of Medicine

Principal Investigator
James B. Young, MD
Assistant Professor
6535 Fannin MS F-1001
Houston, TX 77030
(713) 790-2781

Co-Investigators
Craig M. Pratt, MD
6535 Fannin MS F-1001
Houston, TX 77030
(713) 790-3102

Robert Roberts, MD
6535 Fannin MS F-905
Houston, TX 77030
(713) 790-3064

Miguel A. Quinones, MD
6535 Fannin MS F-1001
Houston, TX 77030

Peter R. Pulec, MD

One Bayleor Plaza, Room 512-D
Houston, TX 77030

(713) 799-6034

Barbara Bond :
Secretary to Dr. Young
6535 Fannin MS ¥F-1001
Houston, TX 77030
(713) 7%0-2781

Barbara Gordin
Administrative Assistant
Section of Cardiology
6535 Fannin MS F-905
Houston, TX 77030

(713) 790-3064

Connie Kingry, RN, CVNS, CCRN
6535 Fannin MS F~905

Houston, TX 77030

(713) 790-2781

Ralph Casta, RN
6535 Fannin MS F-905
Houston, TX 77030

(713) 790-2781 {page operator:

(713) 7%0-2201)



Brown University

Principal Investigator

Robert J. Capone, MD

Director, Coronary Care Unit-
Rhode Island Hospital

Associate Professor of Medicine-
Brown University

593 Eddy Street

Providence, RI 02902

(401) 277-5891

Co~-Investigators

Edward W. Bough, MD

Associate Director of Medicine-
Miriam Hospital

Associate of Professor of Medicine-
Brown University

164 Summit Avenue

Providence, RI 02906

(401) 274-3700

Alan Shurman, MD

Director, Division of Cardiology-
Roger Williams General Hospital

Assistant Professor of Medicine-
Brown University

825 Chalkstone Avenue

Providence, RI 02908

(401) 456-2000

Candace Miklozek, MD

‘Director of Echocardiography Lab-
Pawtucket Memorial Hospital
Assistant Professor of Medicine~
Brown University

Prospect Street

Pawtucket, RI 02860

(401) 722-6000

Satish Sharma, MD
Chief of Cardiology-
Veterans Administration Hospital
Assistant Professor of Medicine-
Brown University
Davis Park
Providence, RI 02908
(401) 273-7100



Project Coordinator
Kathy Alberti, RN
Rhode Island Hospital
Cardiac Projects Office
APC Building Room 541
593 Eddy Street
Providence, RI 02902
(401) 277-8222

Project Nurses

Connie Lamore, RN

The Miriam Hospital

164 Summit Avenue
Providence, RI 02906
(401) 274-3700 ext. 4022

Denise Tremblay, RN
Pawtucket Memorial Hospital
Prospect Street

Pawtucket, RI 02906

(401) 722-6000 ext. 2261

Linda Redfern, RN

Roger Williams General Hospital
825 Chalkstone Avenue
Providence, RI 02908

(401) 456-2000

Veterans Administration Hospital
(Project Nurse to be named)

Other Project Personnel

Linda Mercurio, CMT

Project Secretary/Technician
Rhode Island Hospital

593 Eddy Street

Providence, RI 02502

(401) 277-8222

Mr. Elbert Handshaw
Computer Data Entry
Rhode Island Hospital
593 Eddy Street
Providence, RI 02902
(401) 277-8222



Dalhousie University SOLVD Clinic

Principal Investigator
David E. Johnstone, MD
Victoria General Hospital
1278 Tower Road

Halifax, Nova Scotia
Canada B3H 2Y9

(902) 428-2358

Co-Investigators

T.J. Montague, MD
Victoria General Hospital
1278 Tower Road

Halifax, Nova Scotia
Canada B3H 2Y9

(902) 428-2359

M.J. Gardner, MD

Victoria General Hospital
1278 Tower Road

Halifax, Nova Scotia
Canada B3H 2Y9

(902) 428-2187

Lucille Lalonde, MD
Victoria General Hospital
1278 Tower Road

Halifax, Nova Scotia
Canada B3H 2Y¥9

(902) 428-3971

G.A. Klassen, MD

Victoria General Hospital
1278 Tower Road

Halifax, Nova Scotia
Canada B3H 2Y9

(902) 428-3815

Study Coordinators

Beryl Carew, RN, BN

Room 3088 A.C.C.

Victoria General Hospital

1278 Tower Road

Halifax, Nova Scotia

Canada B3H 2Y9

(902) 428-3733 or (902) 428-2358

Sharon Black, RN

Room 3088 A.C.C.

Victoria General Hospital

1278 Tower Road

Halifax, Nova Scotia

Canada B3H 2Y9

(902) 428-3733 or (902) 428-2358



Hahnemann University

Principal Investigator

Mariell J. Likoff, MD

Hahnemann University

Broad and Vine

Philadelphia, PA 19102-1192
M.S. 110

(215) 448-8110

Co-Investigators

Abdulmassih Iskandrian, MD

Director, Nuclear Cardiology
‘Division

Hahnemann University

Broad & Vine

Philadelphia, PA 19102-1192

(215) 448-7520

Leonard Horowitz, MD

Director, Clinical Cardiac
Electrophysiology Lab

Hahnemann Univesity

Broad & Vine

Philadelphia, PA 19102-1192

{(215) 448-7320 :

Joel Morganroth, MD

Director, Sudden Death
Prevention Program

Hahnemann University

Broad & Vine

Philadelphia, PA 19102-1192
(215) 448-7270

Clinical Coordinator

Denise M. Capaccio

Heart Failure Unit

Hahnemann University

Broad and Vine

Philadelphia, PA 19102-1192
(215) 448-8110

Data Analyst

Sheryl Chandler
Heart Failure Unit
Hahnemann University

Study Nurse
Susan Ulrich, RN
Hahnemann University

Study. Nurse
Judianne Samaha, RN
Hahnemann University




Recruitment/Consultant
Cardiologists

Mark Victor, MD

St. Agnes Medical Center
1925 5. Broad Street
Philadelphia, PA 19148
(215) 463=-5333

Bruno Manno, MD

Holy Redeemer Hospital
1650 Huntingdon Pike
Suite 219

Meadowbrook, PA 19046
(215) 947-9218

Richard wW. Gordon, MD
Wilmington Medical Centezx
2401 Pennsylvania Avenue
Suite 114

Wilmington, DE 19806
(302) 658~1164

Bernard L. Segal, MD

Director, Likoff Cardiovascular
Institute

Hahnemann University

Broad and Vine

Philadelphia, PA 19102-1192

(215) 448-8063



Harvard University-West Roxbury

Principal Investigator
Kevin M. McIntyre, MD
Veterans Admin. Medical Ctr.
1400 V.F.W. Parkway

West Roxbury, MA 02132

(617) 323-7700

Co~-Investigators

Donald Tow, MD

Chief, Nuclear Medicine
Veterans Admin. Medical Ctr.
1400 VFW Parkway

West Roxbury, MA 02132

Alfred Parisi, MD

Chief, Cardiology

Veterans Admin. Medical Ctr.
1400 V.F.W. Parkway

West Roxbury, MA 02132

Daniel Pietro, MD

Chief, Cardiology

Veterans Admin. Medical Ctr.
940 Belmont Street
Brockton, MA 02401

(617) 583-4500

Edward Gillie, MD

Chief, Medicine

‘Veterans Admin. Medical Ctr.
718 Smyth Road

Manchester, NH 03104

(603) 624-4366 ext. 222

G.V.R.K. Sharma, MD
Veterans Admin. Medical Ctr.
1400 V.F.W. Parkway

West Roxbury, MA 02132

Edward Folland, MD

Veterans Admin. Medical Ctr.
1400 V.F.W. Parkway

West Roxbury, MA 02132

Project Coordinator
Patricia Woods, RN, MSN
Veterans Admin. Medical Ctr.
718 Smyth Road

Manchester, NH 03104

(603) 624-4366 ext. 222

Consultant Cardiologists
John Keefe, MD

Cardinal Cushing Hospital
Brockton, MA 02401

David Spodick, MD
St. Vincent's
Worcester, MA

Gilbert Connolley, MD
Quincy City Hospital
Quincy, MA 021869

George Bero, MD
Norwood Hospital
Norwood, MA 02062

James Bell, MD
Veterans Admin. Medical Ctr.
White River Junction
Vermont



Michigan State University

Principal Investigator
Philip C. Kirlin, MD
Department of Medicine
B-220 Life Sciences Bldg.
Michigan State University
East Lansing, MI 48824
(517) 353-6625

Co-Investigators

John W. Jones, MD
Department of Medicine
B-220 Life Sciences Bldg.
Michigan State University
East Lansing, MI 48824
(517) 353-6625

Park W. Willis, III, MD
(Primary Co-Investigator)
Department of Medicine
B-220 Life Sciences Bldg.
Michigan State University
East Lansing, MI 48824
(517) 353-6625

Walter M. Baird, MD
Ingham Medical Center
405 West Greenlawn
Lansing, MI 48910
(517) 374-2306

Timothy Fritz, MD

1300 Michigan, NE, Suite 201
Grand Rapids, MI 49503
(616) 459-4345

Benjamin Perry, MD
Department of Cardiology
Bronson Methodist Hospital
252 East Lovell Street
Kalamazoo, MI 49006

(616) 383-6394

Nurse Coordinators

Karen Hiner, LPN
Cardiology Section

B220 Life Sciences
Michigan State University
East Lansing, MI 48824
(517) 353-6625




Cheryl Bachman, RN

Bronson Clinical Investigation Unit

Bronson Methodist Hospital
252 E. Lovell Street
Kalamazoo, MI 49007

(616) 385-6854

Patricia Hearns, RN
Bronson Methodist Hospital
252 E. Lovell Street
Kalamazoo, MI 49007

(616) 384-8324

Nancy Solis, RN
Butterworth Hospital
100 Michigan, NE

Grand Rapids, MI 49503
(616) 774-1774
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Montreal Heart Institute

Principal Investigator
Martial G. Bourassa, MD
Research Center
Montreal Heart Institute
5000 Belanger Street
Montreal, Quebec H1T 1C8
Canada

(514) 376-3330 ext. 3605

Co-Investigators

Georges Dupras, MD

Laboratory of Nuclear Medicine
Montreal Heart Institute

5000 Belanger Street East
Montreal, Quebec H1T 1CS8
Canada

(514) 376-3330 ext. 3655

Claude Goulet, MD
Research Center

Montreal Heart Institute
5000 Belanger Street East
Montreal, Quebec H1T 1C8
Canada _

(514) 376-3330 ext. 3603

Michel Joyal, MD
Hemodynamic Laboratory
Montreal Heart Institute
5000 Belanger Street East
Montreal, Quebec H1T 1C8
Canada

(514) 376-3330 ext. 3641

Gilbert Gosselin, MD
Hemodynami¢ Laboratory
Montreal Heart Institute

5000 Belanger Street East
Montreal, Quebec HIT 1C8

Canada (514) 376-3330 ext. 3641

Personnel

Micheline Labbé

Data Technician

Research Center

Montreal Health Institute
5000 Belanger Street East
Montreal, Quebec H1T 1C8
(54) 376-3330 ext. 3611
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Claudette Faille

Data Technician

Research Center

Montreal Heart Institute
5000 Belanger Street East
Montreal, Quebec HI1T 1C8
Canada , :
(514) 376-3330 ext. 3612

Margot Méthé

Research Nurse

Research Center

Montreal Heart Institute

5000 Belanger Street East
Montreal, Quebec HIT 1C8

Canada

(514) 376-3330 ext. 3620
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New York Medical College

Principal Investigator

Michael Herman, MD

Westchester County Medical Center
Division of Cardiology

Macy Pavillion

Valhalla, NY 10595

(914) 347-4950

Co-Principal Investigator

Melvin B. Weiss, MD

Division of Cardiology
Westchester County Medical Center
Valhalla, NY 105985

(914) 347-7450

Co~Investigators

Richard H. Kay, MD

Division of Cardiology
Westchester County Medical Center
Valhalla, NY 10595

(914) 347-4950

Michael Evans, MD

Division of Cardiology
Westchester County Medical Center
Valhalla, NY 10595

(914) 347-4950

Clinical Coordinators

Nancy Treulieb, RN

Division of Cardiology
Westchester County Medical Center
Valhalla, NY 10595

(914) 347-4950

Marette Reid, RN

Division of Cardiology
Westchester County Medical Center
Valhalla, NY 10595

(914) 347-4950
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Overlook Hospital

Principal Investigator

John J. Gregory, MD

Director, Cardiopulmonary Dept.
Overlook Hospital

99 Beauvoir Avenue at Sylvan Rd.
Summit, NJ 07901
Qﬁ|~5313;'éL17'7

Co-Principal Investigator

John S. Banas, Jr., MD

Chief of Cardiology .
Morristown Memorial Hospital
100 Madison Avenue

Morristown, NJ 07960

221 95 4|50

Donald Brock, MD

85 Woodland Road

Short Hills, NJ 07078

(201) 376-2900

Study Coordinator

Linda Diehl, LPN

Overlook Hospital

99 Beauvoir Avenue at Sylvan Rd.
Summit, NJ 07901

(201) 522-2947

Study Coordinator

Susan Faccheini, LPN

Overlook Hospital

99 Beauvoir Avenue at Sylvan Rd4.
Summit, NJ 07901

(201) 522-2947

Secretary
To be named

Co~-Investigators

Stephen J. Fischl, MD

29 South Street

New Providence, NJ 07974
(201) 464-4200
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Robert D. Slama, MD
120 Summit Avenue
Summit, NJ 07901
(201) 273-4300

Elliott M. Stein, MD
673 Morris Avenue
Springfield, NJ 07081
(201) 467-0005

Andrew C. Greene, MD
8 Mountain Blvd.
Warren, NJ 07060
(201) 753-7900
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State University of New York

Principal Investigator
Robert M. Kohn, MD

Buffalo General Hospital

"D" Building, Room 10
Buffalo, NY 14203
(716) 885-2311

Co-Investigators
Philip D. Morey, MD
85 High Street ‘
Buffalo, NY 14203
{(716) 856-1200

David Dean, MD
Buffalo VA Hospital
3495 Bailey Avenue
Buffalo, NY 14215
(716) 862-3638

Avery Ellis, MD
Chief, Cardiology
Buffalo VA Hospital
3495 Bailey Ave.
Buffalo, NY 14215

Nancy Roberts
Coordinator

Buffalo General Hospital
Medical Research Office
"D'" Building, Room 10
Buffalo, NY 14203

(716) 885-2311

Mary Bonora

Assistant Coordinator
Buffalo General Hospital
Medical Research Office
"D" Building, Room 10
Buffalo, NY 14203

(716) 885-2311

Josephine Celano
Assistant Coordinator
Buffalo General Hospital
Medical Research Office
"D" Building, Room 10
Buffalo, NY 14203

(716) 885-2311
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Tufts University

Principal Investigator
Deeb N. Salem, MD
Cardiology

New England Medical Center
171 Harrison Avenue, Box 79
Boston, MA 02111

(617) 956-5604

Co-Investigators

Marvin Konstam, MD
Cardiology

New England Medical Center
171 Harrison Avenue
Boston, MA 02111

William Gaasch, MD

Cardiology

Boston Veterans Administration
Medical Center

Jamaica Plain, MA 02130

(617) 232-9500

Tami Martin

Nurse

Cardiology

New England Medical Center
171 Harrison Avenue
Boston, MA 02111

Gail Veracka

Secretary

Cardiology

New England Medical Center
171 Harrison Avenue, Box 79
Boston, MA 02111

(617) 956-5604
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University of Alabama

Principal Investigator
William J. Rogers, MD
Professor of Medicine
University of Alabama at
Birmingham Medical Center
330 LHR Building
Birmingham, AL 35294
(205) 934-4791

Co-Investigators

Thomas M. Bulle, MD

Instructor of Medicine

University of Alabama at
Birmingham Medical Center

305 Zeigler Research

Birmingham, AL 35294

(205) 934-3438

Edward D. Charles, Jr., PhD
Professor of Public Health
and Economics
University of Alabama at Birmingham
School of Public Health
315C Tidwell Hall
Birmingham, AL 35294
(205) 934-0679

Michael Salvia, MD
Staff Cardiologist
Cooper Green Hospital
Jefferson Clinic

1515  6th Avenue
Birmingham, AL 35233
(205) 934-0114

L. Thomas Sheffield, MD
Professor of Medicine
UAB Medical Center

318 LHR Building
Birmingham, AL 35294
(205) 934-2274

Eric Van Tassel, MD

Associate in Cardiology

University of Alabama at
Birmingham Medical Center

Birmingham, AL 35294

(205) 934-2367
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Pat Whitlow, MD

Assistant Professor of Medicine

University of Alabama at
Birmingham Medical Center

315 LHR Building

Birmingham, Al 35294

(205) 934-3726

Additional Study Personnel

Donna J. Kerns, RN

Research Project Coordinator

University of Alabama at
Birmingham Medical Center

330 LHR Building

Birmingham, AL 35294

Teresa Beth Dean, RN

University of Alabama at
Birmingham Medical Center

330 LHR Building

Birmingham, AL 35294

(205) 934-4791

Nancy D. Lambert, RN

University of Alabama at
BlIrmingham Medical Center

330 LHR Building

Birmingham, AL 35294

(205) 934-4791

Melanie J. Cox

Data Coordinator

University of Alabama at
Birmingham Medical Center

330 LHR Building

Birmingham, AL 35294

(205) 934-4791



University of Arkansas

Principal Investigator
Joseph A. Franciosa, MD
Professor of Medicine and Director
of Cardiovascular Diseases
University of Arkansas for
Medical Sciences-Slot 532
4301 West Markam Street
Little Rock, AR 72205
(501) 661-5880

Co-Investigator

Love Seth, MD

University of Arkansas for
Medical Sciences~Slot 532

4301 West Markam Street

Little Rock, AR 72205

(501) 661-5880

Research Assistant

Penny Casebolt, RN

University of Arkansas for
Medical Sciences-Slot 532

4301 West Markam Street

Little Rock, AR 72205

Research Nurses

Drexel Jordan, RN

University of Arkansas for
Medical Sciences-Slot 532

4301 West Markam Street

‘Little Rock, AR 72205

Lelia Pursk, RN

University of Arkansas for
Medical Sciences=-Slot 532

4301 West Markam Street

Little Rock, AR 72205

Other Co-Investigators (not on SOLVD salaries)

Marvin L. Murphy, MD All at John L. McClellan Memorial
Bonnie J. Baker, MD Veterans Hospital

Ha Dinh, MD 4300 West 7th Streec

James Doherty, MD Little Rock, AR 72205

(501) 661-1202



University of Florida

Principal Investigator
Carl J. Pepine, MD
Professor of Medicine
University of Florida
Box J=277

Gainesville, FL. 32610
(904) 376-1611 6332

Co-Principal Investigator
C. Richard Conti, MD
Professor of Medicine
University of Florida
Box J-277

Gainesville, FL. 32610
(904) 392-3481

Senior Investigators

J. L. Mehta, MD

Assocliate Professor of Medicine
University of Florida

Box J-277

Gainesville, FL 32610

(904) 376-1611

Marian C. Limacher, MD
Assistant Professor of Medicine
University of Florida

Box J-277

Gainesville, FL 32610

(904) 376-1611 6258

Robert L. Feldman, MD
Associate Professor of Medicine
University of Florida

Box J-277

Gainesville, FL 32610

(904) 376-1611 6052

(904) 374-6052

Edward Geiser, MD

Associate Professor of Medicine
University of Florida

Box J-277

Gainesville, FL 32610

(904) 392-3867
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James A. Hill, MD

Assistant Professor of Medicine
University of Florida

Box J-277

Gainesville, FL 32610

(904) 392-3481

Investigators

Charles C. Lambert, MD, PhD
Research Fellow

University of Florida

Box J-277

Gainesville, FL 32610

(904) 376-1611 6497 ext. 6102

Xavier Prida, MD
Clinical Fellow
University of Florida
Box J-277

Gainesville, FL 32610
(904) 392-3481

Nancy K. Norvell, PhD
Assistant Professor
Clinical Psychology
University of Florida
Box J-165
Gainesville, FL 32610
(904) 392-4556

Project Coordinator

D. Lynn Perchalski, RN, CCRN

Research Nurse

University of Florida

Box J=2717

Gainesville, F1 32610

(904) 376-1611 6938 or 376-1611
or 376-1611

Study Nurses

Kathleen Mulvehill, RN
Research Nurse
University of Florida
Box J-277

Gainesville, FL 32610
{904) 376-1611 ext. 6320

Elizabeth Scott, RN
Research Nurse
University of Florida
Box J-277

Gainesville, FL 32610
(904) 376-1611 ext. 6827

6332 messages
pager #330
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University of Illinois

Principal Investigator
Jeffrey G. Shanes, MD
University of Illinois
School of Medicine
College of Medicine
Cardiology Section
Room 932 CSB Building
P.O. Box 6998
Chicago, IL 60680
(312) 996-6730

Co-Investigators

Mary Ann Papp, DO

University of Illinois
Medical Center

P.O. Box 6998

Chicago, IL. 60680

(312) 666-6500 ext. 2119

Richard Cooper, MD

University of Illinois
Medical Center

P.0O. Box 6998

Chicago, IL 60680

(312) 633-7252

Pat Mumby, RN

Study Nurse

Cook County Hospital

University of Illinois
Medical Center

P.O. Box 6998

Chicago, IL 60680

(312) 633-7252

Project Coordinator

B. Jane Dierenfeldt, RN, CCRN
Research Nurse Coordinator
University of Illinois
College of Medicine
Cardiology Section

Room 922 CSB Building

P.0O. Box 6998

Chicago, IL 60680

(312) 996-9344 (page #2614)
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University of Louvain

Principal Investigator
Hubert Pouleur, MD

Associate Professor

Av. Hippocrate 55 - Box 5560
B-1200 Brussels, Belgium
32-2-764.55.60

Co-Investigator

Michel F. Rousseau, MD
Associate Professor

Av. Hippocrate 55 - Box 5560
B-1200 Brussels, Belgium
32-2-764.55.60

Jacgques Col MD

Associate Professor
Coronary Care Unit

Av. Hippocrate 10

B-1200 Brussels, Belgium
32-2-764.27.41

Franz Lavenne, MD

Professor

Av. Hippocrate 53 - Box 5360
B-1200 Brussels, Belgium
32-2-764.53.65

Claude Hanet, MD _
Av. Hippocrate 55 - Box 5560
B-1200 Brussels, Belgium
32-2-764.55.60

Jacques Melin, MD

Center of Nuclear Medicine
Av. Hippocrate 54 - Box 5430
B-1200 Brussels, Belgium
32-2-764.17.95

Phillipe Mengeot, MD

St Luc University Hospital
Cathétérisme Cardiaque

Av. Hippocrate 10/2800
B~-1200 Brussels, Belgium
32~2-764.28.00

Paul Cheron, MD

St Luc University Hospital
Cathétérisme Cardiaque

Av. Hippocrate 10/2800
B-1200 Brussels, Belgium
32-2-764.28.00
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Guy Heyndrickx, MD, PhD
Ziekenhuis 0.L. Vrouw
Moorselbaan

B-9300 AALST

Belgium 32-2-764-28.00

Walter Paulus, MD, PhD
Ziekenhuis 0.L. Vrouw
Moorselbaan
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