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August 24, 1988

TO OUR READERS:

The Presidential Commission on the HIV Epidemic held over 45
days of hearings and site visits in preparation for our final
report to the President submitted on June 27, 1988. ©On behalf
of the Commission, we hope you will find the contents of this
document as helpful in your endeavors as we found it valuable
in ours. We wish to thank the hundreds of witnesses and
special friends of the Commission who helped us successfully
complete these hearings. Many people generously devoted their
volunteer time in these efforts, particularly in setting up
our site visits, and we want to fully acknowledge their work.

The staff of the Presidential Commission worked around the
clock, seven days a week to prepare and coordinate the hearings
and finally to edit the transcripts, all the while keeping up
with our demanding schedule as well as their other work. 1In
that regard, for the Final Hearings, we would like to
acknowledge the special work of Peggy Dufour, Shelley Gordon
and the entire staff, in putting together the hearing, and
Margo Payne and Macy Moy, in editing the transcript so it is
readable.

For the really devoted reader, further background information
on these hearings is available in the Commission files, as well
as the briefing boocks given to all Commissioners before each
hearing. These can be obtained from the National Archives and
Records Administration, Washington, D.C. 20408.

One last note--We were only able to print these hearings due

to the gracious and tremendous courtesies extended by Secretary
Bowen's Executive Office, especially Dolores Klopfer and her
staff, Reginald Andrews, Sandra Eubanks and Phyllis Noble.

Sincerely,
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Polly L. Gauli?kZLlléjf//fﬂ-_h Gloria B. Séiih

Executive Director Administrative QOfficer
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P-R-0-C-E-E-D-I-N-G~S
10:04 a.m.
MS. GAULT: Good morning, ladies and gentlemen,
distinguished witnesses, members of the President's Commission.
My nanme is Polly Gault. I am the de51gnated federal official
~here today and in that capacity it is my privilege to declare
this meeting open. Mr. Chairman.

CHAIRMAN WATKINS: Good morning.

This morning marks the beginning of the final set of
public hearings held by the Presidential Commission on the HIV
Epidemic. These hearings will complete a process of public
information gathering begun nine months ago during which the
Commission has held 41 full days of public hearings, heard over
525 witnesses in formal testimony and when this hearing is
complete, we will have heard from nearly 575 witnesses.

In addition, we've conducted site visits in some of the
most severely impacted areas of the nation, including San
Francisco, New York, Miami, and have met with persons with AIDS
and their families who have given us their individual and very
moving stories regarding their personal fight against the
disease. We've heard from over 200 field experts, consisting of
health care workers, local educators, public health officials,
and others on the front lines of the epidemic and have also
provided testimony and follow-up assistance. We've also had the
opportunity to visit medical institutions that developed early
expertise in the fight against AIDS, including San Francisco
General Hospltal, 8t. Clare's in New York, Jackson Memorial in
Miami and we've alsc met with their dedicated and hard working
staffs.

Additionally, we've met and visited community-based
organizations, local AIDS foundaticns, groups providing support
and home care, others involved in targeted education programs and
still others in drug rehabilitation.

We've also met with members of religious communities
across the country who provide counseling and patient care.
The Commission has been singularly impressed with the dedication,
the loyalty, and the commitment of these community-based
organizations, church organlzations and the like, who have done
so much to carry the burden without a clearly articulated
national policy.

Now as far as this week's hearings are concerned, the
Commission will cover many issues. In fact, we're using this
week to obtain testimony from witnesses unable to appear at
earlier hearings and to obtain additional testimony on
uncompleted issues,




Laboratory Quality Contrecl and Regulation

Today begins a panel on Laboratory Quality Control and
Regulation. Like so many subjects associated with the HIV
epidemic, this one came to light as we investigated something
else, in this case, HIV diagnostic tests. We learned that many
labs have sprung up around the country that are not requlated by
the federal government nor, in many cases, are they adequately by
any state and local agency. In this setting quality control can
be a nightmare and incorrect test results can bring personal
tragedy for patients and their loved ones. So we'll begin
testimony this morning with Doctor Lawrence Miike, Office of
Technology Assessment, followed by Dr. Paul Weisner, Director of
Training and Laboratory Program Office, Centers for Disease
Control. Commence with Dr. Miike.

DR. MIIKE: Thank you, Mr. Chairman. I've got some
prepared testimony that I would like to submit for the record and
I would just like to take a few minutes to summarize the points
that I've made and to touch on some of the issues that I think
you would be interested in this morning's discussion.

CHAIRMAN WATKINS: Pull that mike right up close to
you, DR. Miike, so we can all hear in the room.

DR. MIIKE: Is this better?
CHATRMAN WATKINS: That's better.

DR. MIIKE: Just to give you some general statistics,
there are about three and a half billion test performed each year
for about $20 billion, averaging a little bit over %$5 a test.
Hospitals perform about 2.5 billion of these, independent labs
about 336 million, and physician office labs, 529 million.
Physician office labs are the largest blind sector in the testing
area and I think that's primarily because the ease of the kinds
of equipment that are being used, although as we'll begin to see,
the equipment's fine performance might be something that's still
lacking in some of these areas, especially when we get into some
of the more complicated tests.

As you know, regulation of medical labs is a primary
responsibility of states and aside for when the federal
government pays for a service or when a lab engages in Interstate
Commerce, states have the primary regulatory authority. And as
you probably already know, requlation is quite varied. I think
at last count there were about 37 states that regulated
independent laboratories in some fashion or another, about 40
states that regulated hospital-based labs in some fashion or
another, and there are now 16 states that now regulate physician
office labs, five of which have not implemented the regulations
yet, so that again is a growing area.
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There have been estimates in terms of number of
physician office labs, about 40 to 100,000, maybe as high as
150,000, but the Inspector General of the Department of Health
and Human Services recently did a study where his estimate is
98,000. I think that's being a little bit too precise, so let's
say 100,000. Of these labs about 9,000 are currently regulated
by the states. ‘

Under Medicare hospital-based labs did receive payment
for services and independent labs are regulated in some fashion
or another and we can get into a discussion later on about how
well that regqulation is. 1In the Consolidated Budget
Reconciliation Act of 1987, Congress mandated that physician
office labs that perform more than 5,000 tests a year are to be
regulated in the same fashion as independent labs. Physician
office labs that do testing for Medicare, anything over 5,000
test a year will be regulated by 1990.

In general, labs are checked for their gquality by
several standards procedures. One is the kinds of personnel that
direct and run the labs and the specifications of the
qualifications can go anywhere from specifying who the lab
director has to be or what qualifications he or she has down to
specifying in more or less varying detail the qualifications of
various levels of personnel in the laboratory.

There are alsc certain procedures that should be
followed in the lab. For example, a common procedure is to have
a known standard for every ten test specimens so you're making
sure that you're always being accurate in terms of the labs.
Certain qualifications in terms of the kinds of reagents that
are used. There are certain standards along that basis.

I guess the area that has received the most attention
lately is what's called proficiency testing. In other words,
doing what I would call open-book tests. You know you've got the
sample and let's see what you can tell us whether it contains
something in there, if it's something like HIV antibodies, or
tell us what levels it is in terms of something like cholesterocl
testing or tells us whether there is an abnormality in there, say
in terms of pap smear testing. I think we'll get into a
discussion about how adequate proficiency testing is currently
being performed now.

There are also inspections performed by agencies and
states agencies often left to a volunteer organizations who are
performing these things for other purposes than regulation, for
example, accreditation of labs as having a certain level of
excellence. Also the proficiency testing, much of it has been
delegated to volunteer organizations that were performing those
prior to the =-- the regulatory authorities.
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I think one of the issues that we have to discuss in
the proficiency area is that volunteer organizations really are
in the business of education and when they've been given the
added mantle of regulation, then there's a little ambivalence
there in terms of how strong one should be using an educational
activity in order to regulate and Dr. Weisner will have much
more to say about that because CDC also has revived its HIV
proficiency testing program and I know they'll be pressures to
turn that into a more regulatory stance. What can we do about
these things?

HCFI, Health Care Financing Initiation, is currently
trying to revise its Medicare regs with the primary focus on
personnel standards, so we can get into that discussion a little
later. Congress has been holding a series of hearings on,
especially because of the publicity given to pap testing,
cholesterol testing, et cetera, and I would guess that the main
focus of the Congressional hearings have been the quality of lab
performance and proficiency testings situation.

Besides the general regulatory apparatus that I've
just described, proficiency testing, standards, quality control
measures, inspections, bookkeeping requirements, et cetera, there
are some other ways of doing these things. If you look in the
general clinical testing area, some states regulate by the
sophisticateness of the tests. If a lab performs certain kinds
of tests, then there's tighter regulation and if they don't, they
don't,

There some analogy to that in the HIV antibody testing
area. For example, I believe New York state limits the types of
labs that can do HIV antibody testing as one way of doing it.
More recently, the Food and Drug Administration in anticipation
of home testing kits for HIV antibody has issued a devised letter
saying these have to be done under professional supervision,
effectively ruling out labs from springing up and doing those
kinds of testing.

Also in terms of the use of these tests, we can make an
analegy both in the HIV antibody testing area and the urine drug
testing. Certain state legislatures have gotten involved from a
fallacy point of view saying, for example, that HIV antibody
testing, for example, in the District of Columbia and .
California, placing limits on when those tests can be used and in
the drug testing area last year seven states passed laws that
addressed who could be tested, under what circumstances, and what
kinds of testing needed to be done. 8ix of those seven states
more or less limited urine drug testing in the private sector to
reasonable cause or probably suspicion and required confirmatory
testing because of the issue about the inaccuracy of basically a
screening test. Let me just sort of stop there.
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CHAIRMAN WATKINS: Thank you, Dr..Miike.
CHAIRMAN WATKINS: Dr. Weisner?

DR. WEISNER: Mr. Chairman, thank you for the chance to
present discussions of CDC's role in the improving quality of
laboratory testing for HIV. With me is Dr,-James Allen from the
AIDS Program and the Center for Infectious Disease at CDC.

We've provided the Commission with a description of
CDC's programs in promoting and maintaining the quality of
laboratory testing for HIV. Our role in this area is not
regulatory, but scientific and voluntary.

The topic of HIV testing is a broad one and in
anticipation of the Commission's major interests, my remarks this
morning will focus on the introduction of the serologic tests for
HIV infection into broad use in the United States. 1I'll also
just focus on CDC's role bhecause that's what we were requested to
do and this doesn't mean that we ignore at all or don't respect
the enormous contributions of other parties in this area. The
research scientists, the manufacturers, the regulatory agencies,
the public health laboratory directors, and the professional
societies of laboratory testing that contribute to the quality of
HIV testing. Why is the maintenance of high quality laboratory
testing so important?

It's important because it helps meet specific
objectives, to protect the nation's blood supply, to define the
problem better through improved surveillance, to identify
individuals in need of special counseling, and to aid in case
detection and in clinical diagnosis. To accomplish these
objectives and because of the social significance of the HIV
infections, tests must be accurate and interpretations of the
tests must be correct.

We at CDC continue to emphasize that an individual
should be considered to have serologic evidence of HIV infection
only after an enzyme immunoassay test, the EIA screening test, is
repetitively reactive and another test, such as the Western blot,
where the immunofluorescence assay validates that EIA result.
Physicians and other health care workers who HIV tests must have
a clear understanding of the appropriate use of the tests and the
sequences of those tests.

As for all medical tests, results should always be
interpreted for individuals in concert with other clinical,
hypodemeological, historical, and laboratory data. As a general
statement, the performance characteristics of serologic tests for
HIV antibody match or surpass those of many tests that
clinicians and public health practitioners use to detect and
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prevent other diseases. What do we mean when we say these tests
perform well?

When laboratories use licensed or standardized tests
and have good quality control and good performance standards, the
recommended sequence of tests yields a sensitivity and
specificity that exceeds 99 per cent. Sensitivity is the
prcobability that the sequence will yield a positive result when
the specimen is being tested are truly positive. 1In other words,
if low sensitivity is actually a situation where you would miss
cases, specificity is the probability that the sequence of tests
will yield a negative result when negative specimens are being
tested. In other words, if you have low specificity, you would
end up with false positive tests.

Now in a population with very low prevalence of
infections even a specificity of 99.99 per cent cannot obviate
the necessity of applying the test interpretation teo individuals
in a hanner that's appropriate for good clinical, medical
practice. Repeat testing with a new sample and a complete
clinical evaluation should occur in each situation where there is
a question.

Now an increasing number of laboratories are needed to
serve the diverse objectives of the HIV prevention programs. It
is CDC's role in a voluntary and educational fashion to maintain
the excellent performance characteristics of these tests as
larger numbers of laboratories become involved. We do this by,
first, defining and refining and standardizing the test reagents
and test procedures. Second, by determining the feasibility of
wide application of the new technology that's developed,
including quality control, quality assurance, and guidelines for
interpretation. Third, we train laboratory personnel. Now our
primary concern there is to train state and local public health
laboratory personnel and others who will train others to do these
tests correctly. And, lastly, we operate a performance
evaluation program that allows for timely detection of problems,
active feedback to all parties concerned in the steps of defining
the tests, training people, and determining the feasibility of
broad views.

From 1983 to 1987 CDC played a major role in the
introduction of the EIA and the Western blot tests by conducting
clinical evaluations and participating in consensus developments
for how these tests should be used. We designed and developed
some 35 separate courses or workshops, each one incorporating the
rapid development of the technology as it was feasible for wide
application. We are now packaging those courses and materials
for use in the states in a network of training other people who
are doing these tests.




A performance evaluation program was piloted in July of
1985 and expanded in 1987. Presently, 1400 laboratories in the
United States have enrolled in this program. Now this program is
more than a proficiency testing sending these proficiency testing
samples, these kind of close-book or partially open-book tests
that Dr. Miike spoke about. We actually are collecting
information about the laboratories that are performing these
tests, we'll be able to conduct special surveys to address
specific problems as they arise, and we're operating an on-line
bulletin board information exchange program, so when problems
arise people who are doing this testing in the United States can
identify problems quickly and resolve them, and we are exploring
better ways to have an overall evaluation of the performance of
laboratory testing. Above and beyond the question of just the
accuracy of the test, we are also interested in the appropriate
use of the test and interpretation of the test.

Now I won't go into the detail. 1In the written
testimony of the example of our latest facilitation of the
introduction of the new technology of the HIV testing, but by
that I refer to the dried blood spot tests for neonatal screening
programs which is a new tool for measuring the sero-prevalence in
child bearing woman. This rapid introduction since the fall of
1987 involved refinement of the research test developed in New
York state and the state of Massachusetts, making the test
actually feasible for wider application, training personnel in
the new application and establishing quality control and a
sophisticated performance evaluation program for that new
testing.

In closing, I want to highlight the three
recommendations in our report. First, laboratory performance
evaluation must receive continuous support to adequately monitor
and respond to the inevitable technical developments and
scientific advances in HIV testing.

Second, the capacity for state and private laboratory
programs to coordinate and offer training and consultation to
laboratory workers in routine and accepted methods must be
increased. Building this capacity will permit improved
responsiveness to the growing number of laboratories doing HIV
testing and to the turn-over- in their staffs and at the same time
assuring that the federal laboratory training resources are
directed to the appropriate introduction of new cutting-edge
technology when it's ready wide application.

Third, consensus development on a interpretive
guidelines, evaluation of new HIV testing kits using a common
protocol, and the development and dissemination of new models for
performance evaluation, those that go beyond the gquestion of test
accuracy into the question of the patient outcome, should be
supported through respected national associations, such as the

7




Association of State and Territorial Public Health Laboratory
Directors and the private professional organizations.

I'll be happy to answer any questions and I also would
ask permission for Dr. James Allen to assist with those
questions as they come up. Thank you very much.

CHAIRMAN WATKINS: Dr. Weisner, let me just start out
with one, a general question, and I'll turn it over to Dr. Walsh
on my left. When we're asked the question, how good is a
laboratory performance in the United States on the HIV, are there
things falling through the crack in terms of quality control
regulation? What's the measure of the impact of quality control
in testing on the nation?

In other words, how do we measure it? In what terms?
Is it simple to measure? Can you give us a feel for the degree
to which you're going to evaluate the performance of the
national testing system with your teams and with the
recommendations you've made? How do you really measure? To get
the feedback you need to say, yes, we're very close to the line
so that OTA coming in could say, yes, we agree. We've got a
handle on quality control.

Certainly we had trouble at the outset in the military
on urine analysis testing. We had trouble tracing some of the
samples to make sure that the quality control was maintained in
the transmission process. So quality control becomes a very big
issue when you begin to come out with positive results that
obviously have to be linked to counseling and all the other
difficulties associated with the psychological impact of a
positive, whether it's a true or whether it's a false to the
individual. So give us a feel, either you or Dr. Miike, how you
measure this? How do you intend to measure it?

DR. WEISNER: Well, I think we both have opinions to
offer in that area and let me see if I can construct a way that
we would think about it at CDC. The first comment I would make
is distinguishing between what regulation can do and what
individual voluntary education programs can do. A certain level
of regulation I think is absolutely required to described a floor
below which we can not tolerate performance problems in HIV
testing or any clinical laboratory testing.

Now the tools that we have available for establishing a
regulatory floor are not perfect and they further ones need to be
developed, but they are the ones that Dr. Miike outlined and
that is, establishing personnel standards, establishing quality
control standards within a laboratory, doing inspections, and
providing materials from the outside, unknown materials being
sent to the laboratory for testing their performance. None of
those tools are perfect, but they do establish a floor on
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performance that should be required and expected of laboratories
doing this kind of testing. '

Above and beyond that, I think there's a lot more that
can be done in terms of improving the tests and the performance
of individuals through a cocoperative effort with the state and
Tocal health department laboratory system, and that would involve
having voluntary participation in proficiency testing programs
that give information back to state trainers and other voluntary
organizations to respond quickly to problems. It involves
actually having an on-line system of communications so if
something seems to be going awry in the AID test in one state
that information can be raised to all other states very quickly.
They can look at their test kits and test procedures and see if
there's something that can be changed to improve it. It involves
actually developing tools that we don't have yet and one of the
advantages of examining this whole laboratory testing area is
that we really don't have a tool for evaluating the total
laboratory testing process.

Most of the discussion on the laboratory testing area
has been focused in the area of what goes on between the four
walls of the laboratory, and that is, how a specimen is labeled,
analyzed, and the results are recorded. The most important thing
that we're all interested in from the public health and from the
individual patient's perspective is how is this effecting the
epidemic and how is this effecting that individual's health. And
so the very first part of that procedure is using the tests
correctly, making the correct decisions to use the test, and then
the end result is the appropriate application of these tests to
individuals so that we aren't exchanging information that says,
"Here's your laboratory test and good luck." What we're doing
is, here's your laboratory test, here's what they mean, what is
the information that's going on with you as a individual, what
other additional information do we have to put in place to
analyze that laboratory test and then do we have to repeat the
test and do we have to follow-up later.

Now ideally we would like to have in this country for
all clinical laboratory tests a system that evaluates that whole
process. We don't have that. CDC and other people are working
on developing such a system.

CHAIRMAN WATKINS: So we really don't know where we
stand? I mean we're watching some results and --

DR. WEISNER: Well, I think we know where we stand to a
degree, and that is, if we've matched these test performances and
how they are used as compared to other medical tests, I think
they actually come, they match or surpass many of the other tests
that are performed in the practice of public health in the terms
of medicine. And they have a very valuable result in terms that
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have already been demonstrated with diminishing the danger of the
HIV infection to the bleoced supply and they will as time evolves
provide additional information on the trends of the disease
through surveillance programs.

CHAIRMAN WATKINS: Do we have model programs that seem
out somewhere in the nation on which you could base
recommendations for changed regulations that we could already
begin to move on this? Is there something that we could have,
more labs, that we could get from you that would be more
specific? We've heard a lot of this over time and we're still
having a hard time coming to grips with this. It still sounds
mushy to me that we're kind of in the growing stages and trying
to put a number of things together.

DR. MIIKE: Are you looking for an answer for a lab
regulation per se or are you looking for HIV regulation? Lab
regulation per se:.  Okay.

Well, one way to do it is to recognize that not all
tests are, the tests are not equal, and so my analogy would be,
let's treat some tests as over-the-counter drugs and some tests
as prescription drugs so that you, some tests you would say,
"Okay, within the general, existing requlatory framework, fine,
they can go ahead and do that." Dip stick urine test, et
cetera. There might be some tests that you would say, "Well, I'm
a little bit more worried about that," but we can either have a
more stringent regulatory requirements for labs who perform that
or we designate what kinds of labs would do those tests.

How do we go about doing that is open to question
cbviously because, you know, you've heard a lot about how good
are proficiency testing standards and whether there are any teeth
behind the proficiency standards. I mean how many people actually
fail these tests and if they fail them, how many of them loose
their license or loose their eligibility for payment, et cetera.
Those are issues I think that you can deal with at a most
specific level.

But at a general cut I would say just recognize that
not all tests are the same and maybe we should have something
like a tiered system like some of the states do for the P.O.L.,
the physician office laboratory area, but at least not treat all
tests the sanme.

CHAIRMAN WATKINS: Well, we certainly want to do the
best we can in making recommendations along these lines. It
would aggressively go after the best way and there may be
different techniques that can be tried and pushed aggressively
working with the states. Resources, support, to test a variety
of approaches to build the creditability in the system and it
seems to me that's the kind of recommendation we need to get our

10




hands on. You've given us some and I don't know whether that's
enough to =-=- '

DR. MIIKE: I also agree with Dr. Weisner that we
really need better training programs. You know, the equipment
is getting very sophisticated and it seems like it's, you put
something in and the answer comes out the other end. We know
that's really not true, and as we get intc more sophisticated
testing, especially as it gets decentralized into physician
offices, and as these tests get really sold that's something that
can be done very simply.

I think that quality control, especially the training
aspects, really needs to be emphasized. And that's one area
where I think the federal government has really no objection in
trying to improve. Budgets are a different question, but T
think training and education versus a direct regulation is always
a much more acceptable.

DR. WEISNER: Can I comment with a brief follow-up on
that?

CHAIRMAN WATKINS: Yes.

DR. WEISNER: I think, I just want to be sure that I
get the point across that regulating the laboratory itself won't
improve the base performance of the laboratory. But it is
clearly in the general clinical laboratory area that there are as
many problems in laboratory testing that will not be addressed by
pure regulation of the laboratory and that is what tests are
ordered, how they are ordered and transported to the laboratory,
we can see that in the area of cervical cancer and pap smear
testing, but very important is the use of the information that's
comes from the laboratory, appropriate interpretation and
application to individual patients.

So the only caution I want to present is to the degree
that there are problems in the clinical laboratory testing area
and HIV specifically, they cannot sclely be addressed by
increased regulation of the laboratory.

CHAIRMAN WATKINS: Okay. We're looking for the
strategy to build a package though.

We heard the information about how it stands and what
we want to do is be a participant in putting incentives into the
system to move this more aggressively, so we're loocking for the
very specific. You've mentioned a lot of variables. I can turn
those variables around and put them as elements of a strategy to
get going on it. You see, that's what I'm looking for. I'll
shift you to Dr. Walsh.
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DR. WALSH: I think as physicians we all know that the
laboratory has never been perfect. I don't care what the test
is. I don't care what the regulations are. When we have a
patient with an appropriate history or whatever and an
appropriate physical examination, if the test doesn't agree with
us we routinely get it repeated. We don't let the laboratory
make our diagnosis for us.

I don't think that we can ask you for the impossible.
You've cited many reasons for variations. I'm a little bit
confused at this point in that I seemed to have heard you say
that you felt that the HIV testing was as accurate as most tests
that we have. I read in Dr. Miike's testimony here that the
great insurance policy that everyone relies on, the Western blot,
seems to me in your opinion to be not so reliable as we had been
lead to believe,.

Now as the atmosphere in the country and indeed all
over the world is growing for more and more routine testing, and
I've just come back from Geneva and believe me it is growing
among all nations that there by more and more routine testing, is
the current test under average circumstances given the fact that
without disturbing confidentiality that if the patient is
referred by a physician or goes in for routine testing willingly,
this would imply exposure or that he feels that he may have been
exposed, is the test reliable enough for us to base diagnostic
conclusions in the vast majority of cases on zero positivity?

DR. MIIKE: Can I go first?
DR. WALSH: Sure.

DR. MIIKE: First of all, as a physician, if I got a
test result back that said, "Positive, Western blot II," I would
draw another sample, send it off either to that lab or another
one and repeat the thing.

DR. WALSH: Exactly.

DR. MIIKE: Okay. I mean I wouldn't depend on one
test. I would say that HIV testing is a real special case here.
Obviously I don't have to tell you that. And I agree that it's
one of the most accurate tests run, the sequence, is one of most
accurate tests around.

DR. WALSH: It basically is, in other words, it is
basically very accurate.

DR. MIIKE: Right. And you've heard testimony from Dr.
Jackson from Minnesota Blood Bank and said, "Yeah, no errors in
250,000." Military is maybe somewhere better than one in a
100,000 error.
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But, you know, if you're just dealing with it, but
those are the best people and I think those are the people we
need to worry least about. What my testimony showed and Dr.
Weisner differed a bit with that, was that I said what if we just
took the average participant in the College of American
Pathologist program, and these are people who know they're being
tested, okay. We may quibble about what the error rate is. I
would say now with the additional information that's available,
it's not as high as what I estimated, but the point is not lost
is that here are positive samples, here are negative samples.
They didn't get them right. Maybe they called them indeterminate
or something like that. But they knew they were test samples.

And so what is 'the truth? Well, really if you looked
at my original testimony from October, 1987, even given those
statistics if you're testing a fairly high risk group, I would
say that the chances of their tests being positive were very
good. But my point in those discussions was talking about a
test even of this accuracy level and how we had to really worry
about false positives when you're testing really low prevalence
people.

I give you an example again. A series of tests that's
99,99 per cent accurate means there would be ten errors, let's
call these errors false positives, there would be ten in
100,000. If you have a test that has a false positive rate of
one in 20,000 which is really, really accurate, you still end up
with ten positives and five false and, you know, one ocut of three
is going to be wrong. So that was the point of my testimony.

There is still some problems with the Western blot.
One is that labs still have some problems just smearing this
thing up. I mean just preparing it. Perhaps with the Western,
licensed Western blot, it will be a little easier. But there's
still really no agreement on what is a minimum positive as I said
in the past and Dr. Weisner can expand on that. There's still
negotiations going on about yet another set of standards about
what is a positive Western blot. So you really have to deal with
the issue about either trying to find methods to improve the
Western blot or finding another alternative. The
immunofluorescence assay that Dr. Weisner mentioned is not
conducive to fairly massed up type --

DR. WALSH: Is it realistic for us to honestly believe
that more regulations and more this and more that will be
beneficial? I mean, in other words, I gathered, Dr. Weisner, .
you were saying that you can give laboratories guidelines and
that sort of thing. You cannot go out, as testing becomes
broadly done, it's going to be impossible to go out and test
every laboratory in the United States that's doing testing unless
we devote the whole budget to it. 1Is the test accurate enough so ™
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that you could rely on unregulated laboratories, unregulated
under Medicare or HCFI, to return seriously accurate tests?

DR. WEISNER: I think what Dr. Miike is correct. That
the test is very accurate, but there is no test that is so
accurate that it can be sent to people who can't perform the test
well and that the results are delivered to individuals without -
full clinical interpretation.

I think it's incumbent on the people who are
recommending testing to not only examine the question of the
quality of the testing within the laboratory, but is that
recommendation associated with a context in which it can be
interpreted correctly to patients and it's not permissible from
the point of view of general public health practice to promote
testing without supporting the full context.

Now we have just an expanding number of laboratories
involving in our performance evaluation program. In July, 1985,
because it was new, we were starting with 50 to 60 state
laboratories. By the end of 1986, there were some 500
laboratories in all. Presently, there is 1400 laboratories. We
have a contract out trying to identify every laboratory that is
doing HIV testing in the country. If I were a clinician or a
public health practitioner, one of the very first questions I
would ask of the person who's providing my laboratory services
is, "Are you participating in CDC's performance evaluation
program?" In some sense when the state, local, or federal
resources are expended as is the case with CDC's contracts on
cooperative agreements, we specify a requirement that occurs.

DR. WALSH: I understand that you're urging physicians
through every avenue possible to ask that question because most
of them wouldn't know. I think that most physicians don't even
know that there are 1500 or whatever it is regulated labs under
Medicare. I don't think they know that '

I would hope that as part of the education program that
you would bring that out to physicians and get the AMA to bring
it out through their journal or through their mail or whatever
because I think that's terribly important.

DR. WEISNER: I agree with that. And I think
consumers should ask their physicians about who is doing the
laboratory tests.

DR. WALSH: S8ure.

CHATRMAN WATKINS: Dr. Lilly.

DR. LILLY: I would like to ask a little bit about the
training of the personnel involved in these and I'm wondering if
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you could describe briefly what the training is for the
technicians who perform the tests and perhaps for the laboratory
director as well.

DR. WEISNER: Of course, it varies. The training
varies with the test procedure that we're dealing with and what
their particular role in that test is.

It really does begin, I probably ought to focus in on
what's going on presently because they has evolved over time.
One of the more difficult problems for laboratory technicians and
the laboratory directors now is the choice of a kit. There are
what, eight or so, you know, licensed kits for EIA. There is a
licensed kit for Western blot and there are a variety of reagents
and test procedures used for Western blots. So some of the
training now is more focused on how to evaluate the kit, what's
being said to you by manufacturers, what is the appropriate
sequence of testing kits within your laboratory that should be
used for the purpose for which you're using it and obviously the
purpose for preventing contamination of the blood supply is
different than the purpose establishing sero-prevalence estimates
in the general community.

So a lot of our focus now is bringing people in with a
series of kits, sitting at the bench and going through step by
step. These are the advantages and disadvantages of these kits.

DR. LILLY: Well, let me ask. Elisa tests are not
new. I mean the HIV test was not the first Elisa test.

DR. WEISNER: I don't think so.

DR. LILLY: In what way is this one different
technically?

DR. WEISNER: In a most general sense, it's not
different technically, but the way things are packaged and
presented to people is quite a bit different and each individual
manufacturer has his own wrinkle on the tests. So you're
absolutely correct. As far as Elisa procedures, the need isn't
to learn Elisa testing. It is to learn and be proficient in
choosing the correct procedures and knowing that that's going to
fit into your particular laboratory context.

Now in the Western blot procedure as Dr. Miike has
indicated has been a matter of introduction of a fairly
sophisticated and complicated procedure, but that's not being
done in the 1400 laboratories that I reference. The best
estimate that we have of where Western blots are being done in
about 200 laboratories of those involved. The training there
did involve at the beginning training a specific technician in
either developing the strips themselves or in the use of when the
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license procedure became available and that was an introduction
of new training on actual bench technician and training others to
train the bench technician,

DR. MIIKE: I would guess that if you look at the
recent statistics that the number of labs doing the Western
blots is increasing since the time of the introduction of the
DuPont kit. I've seen some ads by DuPont where understandably
they want to sell more of it and so they are suggesting that labs
do their own Western blot now because you have a licensed
Western blot whereas in the past you only had unofficial sources,
good sources, beneficial sources, so it was not as easy for the
lab to do. Now with the standardized kit you're going to see a
lot more labs doing the confirmatory Western blot testing, so I
think that's even more reason why you had better train these
people correctly.

DR. WEISNER: Well, the statistics actually confirm
what we've just said. I mean when we first started the
performance evaluation there were in the range of five or ten
laboratories that were doing it and now there's in excess of 200.

DR. LILLY: There's no system of certification of
laboratory technicians. Is that correct?

DR. MIIKE: There isn't. For general --

DR. LILLY: There's no standardized concept for
training of a laboratory technician?

DR. MIIKE: There are certification in the sense of
belonging to recognized, reaching a recognized educational
standard, a certified medical technologist, et cetera. But
often there's no relationship between that and what you are
allowed to do and that's a continuing issue among laboratory
people in terms of qualifications. Whether an equivalent
training or a formal training and what level in the lab you have
to have those kinds of requirements. That's an ongoing issue.
It's been going on for a long time.

DR. LILLY: But there's no accepted standard for that
then?

DR. MIIKE: Except for I guess the laboratory director
commonly =--

DR. WEISNER: Well, I think the reason we're having

difficulty with that question is whether it relates to HIV
testing in particular or all clinical labs for instance.
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DR. LILLY: I'm limiting my thinking to HIV testing. I
was thinking of laboratory

DR. WEISNER: O©h, okay. As a general statement, there
are a wide variety of different kind of personnel standards and
certification standards in clinical laboratory testing.

Some of that variety emanates from individual state
regulatory programs in which there is almost as many different
kinds of patterns of personnel standards and state regulations of
clinical laboratories as there are states who have regqulations.

With regard to the federal rule of regulation, there
are two avenues. One is the Health Care Financing
Administration regulates laboratories involved with Interstate
Commerce and laboratories involved with Medicare and Medicaid
reimbursement. Within those two categories, there are different
levels of personnel standards and existing regulations. There's
an active consideration within the Department at the present time
for unifying these standards of interstate laboratories and of
Medicare and Medicaid laboratories.

Then there's a whole category of laboratories that Dr.
Miike referred to earlier, and that is, the physician's office
laboratory and some independent laboratories that aren't subject
to any of these federal regulations, but are subject to a
varying pattern of state regulations as far as certification or
personnel standards are concerned.

DR. LILLY: oOkay. Thank you. I don't know whether
Dr. Walsh who has just moved to get to another question or not.

CHAIRMAN WATKINS: Ms. Gebbie.

MS5. GEBBIE: I want to try and get very specific and
ask you to assume that because of the brilliant work of this
Commission or somebody, we're certain that the test is only
ordered when it's appropriate to be done and we're equally
certain that a brilliant person is available to interpret the
results to the patient at the other end, so that we're only
looking at the laboratory. A properly processed specimen arrives
at the door and a result goes ocut at the other end. Looking only
within that framework, and what I hear is a patchwork of attempts
to make certain that what goes on within that framework is
right. That the test kits are bought properly. That properly
trained people handle them and that so on and that all of that
goes on. If you two were in charge of the world, what would you
recommend to make certain that what geoes on in that narrow window
of the laboratory is right 100 per cent of the time at any
laboratory in the United States?
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DR. MIIKE: Well, first of all, we're not going to get
100 per cent accuracy obviously. I would tend to deal more with
the process of making sure that labs are performing correctly and
then put a little bit more teeth in what happens when they're not
performing up to snuff, and where do you draw the line about
performing up to snuff 1s another issue. I mean is an 80 per
cent grade a passing score? Is a 70 per cent grade a passing
score? 1Is 957

I think that you have to have standards in terms of who
performs a lab and perhaps who is attached to it. Maybe you can
do a regulatory scheme in terms of the sophisticated procedures
that a lab performs and the clients it performs it for. For
example, large hospital labs and several of the very large labs
that participate in Interstate Commerce. I would say I would
grant bigness as a plus in terms of being able to perform
correctly.

We can argue about the personnel qualifications
obviously and that would have to be depends also on the
particular type of tests. I think microbiology tests or the pap
smears or the serum levels of electrolytes, et cetera. You would
have to make those kinds of judgments.

I think that proficiency testing has to be a part of
that. I think a blind testing system in which you don't know
that you're being tested is too involved to work on a grand
scale. I mean it maybe useful for HIV testing performed by the
military because they've got close control over a few contract
labs, but it's kind of an administrative nightmare when you've
geing to sneak in samples with the labs regular clients in order
to do testing.

But I wouldn't rule out spot checking on that basis.
Just like in the urine testing area where random urine testings
would be just as good in averting, in deterring behavior as in
mandatory testing, perhaps some spot checking on a blind testing
basis can be done and perhaps through CDC. You would have to
work out the mechanics of that.

Then I think that the other area is that we've to
inspect labs a little bit more. People, again every point that I
make people will argue over. People will say, "Well, more
inspections really don't much," and, well, I'm not just talking
about more inspections. I'm talking about the content of the
inspections. I think most inspections just go mainly to see if
the books are being kept right and so they're really
concentrating on the paperwork requirements. I think that one
has to deal into an on-site inspection and see, number one, make
sure you've got the people who know what they're looking for
rather than just some survey team going along there to check the
paperwork. And then just sort of delve a little bit, maybe we
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need some research into what exactly needs to be done on
inspections visits other than what's being done now. 8o, in
other words, education not just in training people, but what the
content of inspections are labs should be.

MS. GEBBIE: Dr. Weisner, do you agree with that
outline?

DR. WEISNER: VYes and no, a little bit. Let me be
sure again. Are you speaking of all clinical laboratory testing
or HIV laboratory testing?

MS. GEBBIE: At this point I did not limit it to HIV.
I was talking about making sure that anything that called itself
a lab did what was right assuming it got the specimens
appropriately and was turning them over appropriately to
practitioners at the end.

DR. WEISNER: I think as wide acceptance, and I would
support that, for a specificational regulations that are
appropriate to the kinds of tests that are being done and to the
site of the testing being done for whatever that laboratory is
running. So I mean I think there should be regulations and they
should focus on those items that identify, that actually are most
likely to influence the quality of that laboratory testing.

And the ones that we have available to us are the
personnel standards, the standards for cquality control and
quality assurance, the results of inspections, and I'm sure
there's improvements to be made in the content and ability of
people to do good inspections, and this external quality control
that we call proficiency testing. Our feeling is quite strong
that it ought to be a balanced approach of those and to invest in
only one or the other is missing an opportunity to make
improvements.

Now at the same time, those regulations will of
necessity eliminate or because of their ability will eliminate
laboratories that are performing gquite poorly. Those will not
bring laboratories up to the optimum 100 per cent that's implied
in the question that you asked. I think that the only way to
come up close to that level of performance is a substantial
program of education, voluntary participation, and feedback
between professional societies and government agencies. So I
think it's not one or the other. It has to be a combined
approach of regulation and education and voluntary participation.

MS. GEBBIE: Okay. Well, I made out from the two of
you five things then. For labs to do what you think they need
to do, there need to be regulations that describe the level and
type of testing they're able to do; that the personnel then match
with that level and type of testing; that they participate in
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some kind of performance or proficiency testing, perhaps more
expanded than it is now; and that they are physically inspected
in broader way than they are now. Then over and above that,
their personnel participate in more expanded training programs to
continually upgrade them.

If I've gotten that right, my next question is who and
how that ought to be done? Ought we propose a model state
laboratory law, and is there one around you could point us at,
and say every state ought to just as fast as it can adopt a law
like that? Ought we put out some kind of federal incentive that
says, "States better do it or else," or states if they do it get
this kind of meney available to do it? 1Is that hopeless? Ought
we go with a single federal law on all of them? How would you
answer that guestion?

DR. WEISNER: 1I'll start. I think the ideal goal
would be to have excellent state regulations and training in
consultation programs for al clinical laboratory activities.
There is not a single model from cne state that we can transpose
and say, "All states should be exactly like that." There are
ways -- we could combine the good qualities of New York State
Laboratory program, California's, Wisconsin's and others, in a
package that would identify good state regulation of clinical
laboratories. But, again, that won't solve the problem only. It
has to be combined with an ability to respond to problems that
are identified, provide the. consultation and the training that's
needed to improve the situation.

MS. GEBBIE: Do you agree with that? That there isn't
currently an ideal state law, but one could be constructed and
that would be the way to go?

DR. MIIKE: Well, whatever state you will pick, there
will always be some deficiencies and people will argue that
that's not the model.

In one sense, I guess you can combine a number of
elements from many of them. One is that you would like states to
do more on-site inspections, but everything costs money. So,
number one, you would like states to take the initiatives since
they have the primary responsibility in lab regulation.

I would like to see more than the, I mean not all
states regulate. I mean I gave you those numbers about
independent and hospital labs and physician offices. I would
like to see at least all states have some kind of regulatory
authority in the Board and inspect and regulate some, some
minimal types of labs.

I agree that regulation should be more, even though it
may become the administrative nightmare, more on the types of
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tests performed then where they are performed. I also think that
one can, for example, if you're talking about places that test, I
would like to at least know who tests, so perhaps one way to do
it is I believe Wyoming has a law, it's sort of like
Pennsylvania's, where in you have, in the physician lab area
where you have a tier system. Minimal types of lab work to very
sophlsticated types of lab work. I believe the Wyoming law, and
if I'm wrong, at least the principle is there, is that certain
types of labs have to register. You don't get inspected, but at
least you know that they are performing certain types of tests.

So there should, at least a recognition or
identification of the labs that perform tests. Some kind of
threshold put in by legislation or regulation that say, "Once you
exceed this threshold, you're under regulation.”

There are means of getting away around these things now
too remember. For example, in Maryland I believe full physician
offices if they have a lab are regulated, but under that they are
not. So you can simply break the group up into two if you don't
want to get regulated. So there are always ways of getting
around this.

But the point is that I would like to know who is
doing testing at what minimal threshold and I would like to see a
scheme that Kicks in with a sound regulatory authority with teeth
once you exceed a certain either volume or sophisticated types of
tests that one does.

MS. GEBBIE: Assuming you're going to try to that, do
you agree with Dr. Weisner that the way to go is to push for an
ideal state level law that maybe you could between the two of you
write down the key elements of or would you take a more single
national approach? Which would you recommend that we look at
assuming we want to pursue this further?

DR. MIIKE: Well, it seems to me that, well you can do
it two ways. One is you can draft model state legislation like
what happens in a whole lot of areas and sort of like, "This is
the level at which states should strive for." Or alternatively
one could draft a minimum federal floor at which states would be
free to exceed.

MS. GEBBIE: Which would you recommend?

DR. MITIKE: I'm a Congressional agency. I'm going to
defer from answering that question. Actually my approach would
be I think would be in the broader scheme of doing things, a
model state legislation. But there are hearings going on in
Congress dealing with some national standards and that's why I
hesitate to talk specifically about national things. But I think
they are things that can be done at the national level, if not
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for all labs, then at least for those in Interstate Commerce and
under Medicare which is a substantial number of labs.

MS. GEBBIE: Thank you. I may have another guestion
later,.

CHAIRMAN WATKINS: Dr. Lee.

DR. LEE: For the record Dr. Walsh has brought up the
fact that there's undoubtedly going to be more testing of various
types, routine, anonymous, mandatory, whatever. I would tend to
certainly agree with him.

Now Admiral Watkins asked you what would you have to do
to monitor this increased testing properly. The quality
control. Given both statements, how many FTEs are we talking
about for CDC?

DR. WEISNER: Well, I haven't considered that
question, so I would have to spend some time. That's a question
I did not anticipate, so let me, because we don't really have the
program completely spelled out and described out here. I would
be happy to respond to that after we actually describe exactly
what it is that we're speaking of.

Presently our budget in the area of training and
performance evaluation is about $3.5 million and we have
approximately, depending on how you describe the people, ten to
15 people working in that area. The President's request for this
coming fiscal year is to increase that to $7 million and there
isn't a specification of the FTEs in that request.

DR. ILEE: Now if you're interested in having a
substantive recommendation of this type in our report, you could
think it over but we would have to get the answer by the end of
the week.

One other question. I believe it is Dr. Miike who
created a lot of controversy originally about the low incidents,
the number of false positives in low incident populations. Would
the current, and CDC I believe disagrees with you on that, given
the current state-of-the-art of testing for the HIV antibody, are
there types of populations which this panel would not test at
this point in time because of the problem that Dr. Miike brought
up?

DR. WEISNER: Can I just interject, that I don't think
CDC disagrees with the statement which is quite true.

That if you test in prevalence populations with the
tests that are available and any that are likely to be available
that the proportion of positives that would be false positives
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will increase. So we don't disagree with Dr. Miike in that and
our MWWR article did not disagree with that. : " .

DR. MIIKE: My analysis of the October, "'87, really'
didn't say who I would stop testing and where I was going to
wind, but it gave you examples of how you could use two factors.

One is the predicted value of the test. In other
words, when do you start getting worried that the answer that you
get back is going to be wrong. And, second of all, what it would
cost? A program to cost to test in order to find each positive,
truly positive, person. ‘

So my analysis was really sort of like here are some
facts, here is a way of analyzing it in terms of money spent .for
what you're getting in back and the cautionary point about those
false positives. ‘ . .

What I also pointed out in that testimony which was not
picked up so much was, there's a fairly large mystery of
positive. I have no qualms with the EIA, the enzyme 'immunoassay.
I think it's about as accurate as you can get. But the Western
blot, I think that showed you that, and I hope that if one looks
at that information from CAP and sees over time that you see
improvement in the Western blot. You should see improvement in
the Western blot because we were looking at the last two years.
But as a general proposition I think it's a waste of money to
test real low prevalence populations.

There are obviously reasons for testing low prevalence
populations when the public policy is made that we've got to test
them. For example, the blood banks is a situation. No matter
how low the prevalence was in that area, I think that the public
would not stand for that not being tested. So that's where
you've got to be extra careful in the blood testing and I was
glad to hear Dr. Jackson say that they had no mistakes in
250,000. But that comes from a fairly good lab and with very
stringent quality control procedures. '

The other is the military. I think there is a lot of
skepticism about the original reasons why the military did blood
testing and their population prevalence is fairly low although
not as low as the blood banking situation.

But I think that when you start talking about testing
low prevalence populations, to test low prevalence, then you've
got to come up with fairly good rationale and I think that often
that’s a political judgment. I was just trying to infuse some
objective criteria that people could use in arguing either side.

DR. LEE: Do you agree, Dr. Weisner?

23




DR. WEISNER: I agree. But I would add one point and
Dr. Allen's got a couple of points to make. One is in any
testing circumstance one has to also provide the context for
appropriate interpretation. I've said it a couple of times
before. It's not only the cost of the actual testing, but it's
the cost of providing information in an inappropriate way and the
suffering and discomfort that that would cause individuals and
that's not a monetary cost that you could fix. So as blood banks
appropriately did testing in low prevalence populations for a
specific objective, they were also left with the obligation to
inform people who had that testing on them done and provide that
information in a way that it's understandable and useful for the
individuals to prevent, you know, unnecessary grief and
discomfort when it should occur related to a false positive test.

So it's not only the costs of the test, but it's the
cost on individuals that can result in low prevalence testing.
One can meet those obligations by providing the appropriate
clinical setting and counseling setting if one wants to invest in
that money and that's an additional factor. Dr. Allen may have
some points to make.

DR. ALLEN: CDC and other public health authorities
have looked carefully at the types of populations that we feel
would benefit the most from having antibody testing done and have
published these recommendations. In general, they fall into
several groups.

One would be a group such as blood donors and I think
the reason for that is obvious. A second would be those for whom
it is an important part of diagnostic testing because they're ill
or because the information is necessary for medical management.
And then the third is for public health or prevention purposes
where one wants to help a person identify whether or not they
have been exposed to the virus so that they can make appropriate
lifestyle choices. If they are uninfected, obviously take steps
to protect themselves. If they are infected, take steps to
protect others and prevent further transmission.

The second point I wanted to make is in terms of the
procedure of antibody testing. I agree with Dr. Miike and Dr.
Weisner that the licensed enzyme immuncassay tests that we have
are as close to being perfect as you're going to get. They are
not perfect. I think technically we all agree that this world
being what it is we will never have a perfect test. They are
really excellent tests. When they are used in a population with
a very low frequency of infection, they must be backed up. This
has been pointed out by other types of tests, and I think this is
where we fall a little bit short.
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The test that we have licensed, the Western blot, is
really a research tool. 1It's difficult to perform, 1It's
cumbersome. The Food and Drug Administration has evaluated and
licensed only one test kit from only one manufacturer because
that manufacturer is the only one that has convinced the Food and
Drug Administration that they are able to provide a uniformly
quality product for the marketplace. I think it's to the FDA's
credit that they have decided to go the licensed route rather
than simply allowing marketing under the Device Act. Under the
Device Act there would be much less stringent quality control. I
think as an example of how difficult it is to produce and market
the Western blot, the people from DuPont BioTech who market the
licensed test tell me that 15 per cent of every production lot
goes into quality control and quality assurance. Now if one is
looking at intravenous solutions, for example, we talk about a
fraction of one per cent that goes into quality control. With
this test 15 per cent of every production lot approximately goes
into quality assurance and quality control. That's how difficult
it is.

And when we have laboratories that are either using
unlicensed tests, tests that are in order words are able to be
marketed for research purposes and are clearly labeled for
research only and yet they are being used occasionally for
diagneostics and we have laboratories that are producing their own
test kits without any of the quality assurance that go into the
licensed product, I have concern that we will ever be able to
move for beyond where we are now. Some laboratories do very well
with their own products, others don't. I think we clearly need
to set the environment where we move ahead with technical
development of other type of test kits that can be used for
confirmation. The problem is that we don't yet have anything
that most scientists will agree is an absolute standard and
define a group of people who are truly infected. We have a long
ways to go on this, but I think support in this area would be
very beneficial in terms of improving the quality of laboratory
testing.

CHAIRMAN WATKINS: Thank you, Dr. Allen. We're going
to have to close out this panel now. We have indifference to the
schedule of our next witness. We're going to have to move into
our next panel. So if we have further questions from the
Commission, we would like to be able to ask you those and we'll
get them back in writing or verbally from you as quickly as we
can for our final report. Thank you very much for coming today.

DR. WEISNER: Thank you for your time and attention.
Federal AIDS Workplace Policy

CHAIRMAN WATKINS: Our next panelist is Ms. Constance
Horner, Director of Office of Personnel Management. This is
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