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Preface

-
; .

The transmission of HIV through the blood supply in the early 1980s has led to considerable
concern and controversy. Many individuals with hemophilia and many recipients of blood
transfusions were infected with HIV through treatment with comtaminated blood and blood
products befors there was an HIV antibody test for screening chese products. These
individuals—and their families, some of whom also became Infected, face considerable suffering
and emotional and financial hardship as a result, They belicve they were betrayed by the very
people and organizations with whom they had entrusted their safety. They ask if human error,
or conflicting motivations, led to this tragic course of events, These questions become even more
salient in so far a8 threats to the safety of the blood supply parsist today (e.g-. becausc of
Creutzfeld-Jakob disease, hepatitiz C, and cytomegalovitus) (I0OM 1992).

In April 1993, in response to concerns volced by the hemophilise eommunity, Senmors
Edward Kennedy (D-MA) and Robert Graham (D-FL) and Representative Porter J. Goss (R-FL)
‘requested that Secretary of-Health and Humen Services Donna Shalala open an investigation into-- -
the events leading to the transmission of HIV 1o individuals with hemophitia from contaminated
blood products, The Secrotary agreed that it would be useful ro gain a more complete
undersiznding of the use of blood and blood products for the treatment of individuals with
hemophilia and those receiving transfusions in the carly years of the AIDS epidemic. Thus, with ==
the intention of preparing for future threats to the blood supply, the Department of Healﬁ’a and
Human Serviees requested that the Institute ‘of Medicine (JOM) establish a committee to study
the transmission of HIV through the blood supply, As a result, the Committee 10 Study HIV
Transmission Through Blood and Blood Products was formed. Through this historical analysis, i
the Departnent of Health and Human Services expects to improve both decizian making and  °
public health paliey in ‘meeting futurs chatlenges to the blood supply.

To carry out this yeatlong study, the [OM cstablished a committee of 14 people. The
creatlon of an IOM cormimittee emphasizes the importance of providing an objective and impartial
< review of the decision-making processes and policies that surcounded the ¢onamination of -the
blood supply with HIV. The Commiitice was asked to cxamine the decisions made from 1982

~—
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through 1986 to safeguard blood and blood products, and to cvaluate the actions taken to contain

" the AIDS epidemic. The Commiltee held four mectings in which members formulated
explanations and discussed information that liad been collected to test their hypotheses. This
report, the product of the Committee's efforts, attermpts to provide both 2 comprehensive accoum’\
of the events that led to the contamination of the U.S. blood supply and 4 eritical assessment of
the difficult decislons that wers made in the context of the uncertainty of this period. This report - )
will not seek to determine Jigbility or affix blamg for any individual or collective decisions
regarding HIV transmission through blood ocr blood products during this tine period. The
Corimittee’s conclifsions and recommendations are intended to provide future leaders who will \
. have Tesponsibility for the blood supply with lessons galne,d from the e¢xperlences of those who )

. tricd™o staw the tidé’df the AIDS epidemic among Tecipients of blood and blood produets. The ™~
Committee undsrtook this assignment fully aware of the benefits and risks of hindsight.
Hindsight offers an opportunity to do better the next time. The risk of hindsight is unfairly
finding fault with decisions made by people who had to act long before scientific knowledge
became available to dispel their uncextainty. To avoid this risk, the Commiittee has made every
effort to conduct a thorough and objective review of what was known during 1982-1986%bout
the transmission of HIV through the blood supply. The Committee tecognized the importance
of conducting an organizauonal analysis of the major players involved in the blood supply
systern and attempted, in some instances, to understand and describe their various roles,
tesponsibilities, and respoases.

To understand the views of the many organizations involved in thc blood supply. the
Committee's first meeting jncluded an opportunity to hear representatives of the Office of the
Assistant Sccremary for Health (OASH) of the U.S. Public Health Service, Food and Drug
Administration (FDA), Centers fot Disease Control and Prevention (CDC), National Institutes
of Health (NIH), American Association of Blood Banks (AABB), Council of Community Blood
Centers (CCBC), American Blood Resources Association (ABRA), American Red Cross (ARC),
National Hemophilia Foundation (NHF), the Committee an Ten Thousand (COTT), HIV/Peer
Assoclation, and congressional staff of Senator Graham and Representative Goss, The
Committee's second meeting included 2 public hearing in which the Committce heard
presentations {rom interested parties. Fifty-nine speakers provided oral testimony tw the
Comunittee and an zdditional 50 provided written statements. A transcript of the public hearing
is available through National Technical Information Servicas (Record Locator No. PB95142345),
A lst of all individuals who provided oral and written testimony appears in Appendix B, The !
Commitnee carefully considered all of this testimony as it formulated its conclusions and !
recommendations over the course of the following two meetings.

One of the advantages of conducting (his study at this time is that many of the kcy
participants in the 1982-1936 decision making were available to spcak to the Committee and
staff. The Committee believed it was critical to hear firsthand accounts of the assumptions and
beliefs that influenced critical decistons about the safety of the blood supply. Fact-finding
interviews were held with 76 individuals knowledgeable about all aspects of the blood supply
system. These interviews included reprcscntanves of FDA, CDC, NIH, NHF, OASH, Industry,
and blood barks; physiclans and scientists: and indlviduals with hemophilia. A list of all the
people the Committee interviewed appears in Appendix A. The Commitiee also benefits from !
expert advice and background papers provided by consultants in plasma fractionation. blood

e
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supply systems, anthropology, Ttisk assessment, virology, and organizational behavior, The
Committee and staff also reviewed over 700 documents provided by each of the major
organizations im’(olvcd and other sources. Some of the key documents not readily avallable
eisewhere are provided in Appendix D. Quher documents reviewed by the Comnittee are
available through the archives of the National Academy of Sciences,

A special acknowledpement is extended to those people who wrote background papers for
the gtudy—Jeffrey MeCullough (whose paper provided much of the information contained in
Chapter 2), Salman Kasheviee, Sheri-Weiser, and Arthur Kleinman—and thoss who helped the
Committee obtaln important documentation—~Val Bias, Wendy Donath, Corey Dubin, Bruce
+ _Evatt, Jodeph Fratantont, Willlam Hammes, Dana’ Kuhnt, Beth Leahy, Bruce Lesiey, Jeanne

Lusher, Clyde McAulay, Dick Mermitt, Marla Pertky, Andrea Posner, Dick Valdez, Jonathan
Wadleigh, and many others, The Commiuee would 2lso like to give special thanks to Lauren
Leveton, Study Director, for her tireless efforts and guidance throughout the study. Thanks are
also extended to the professional staff, Lavra Colosl, Cynthia Abel, Kristina Becker and 1o
summet law student intern Kathryn Astarita, for their conumitment, assistance, and insight.
Finally, the Commyjitree thanks Michael Stoto, Director of the Institute of Medicine'$ Division
of Health Promotion and Disease Prevention, for his contributions to this study.
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Executive Summary

’ INTRODUCTION

A nation's blood supply is a unique, lifc~giving resource and an expression of its sense of
community. In 1993, voluntary donors gave over 14 million units of blood in the United States
(Wallace, gt al. 1993). However, the characteristic that makes donated Llood an expression of
the highest motives also makes it a threat to health, Derived from human tissue, blood and blood

_ products can effectively transmit infections such as hepatinls, cytomegalovirus, syphilis, and

malariz from person to person (IOM 1992). In the carly 1980s blood became a vestor for HIV
infection and transmitted 4 fatal iliness to more thad half of the 16,000 hemophiliacs in the U.S.
and over 12,000 blood transfusion recipients (CDC, MMWR,; July 1993).

B@ch year, approXimately four million patients in the Unlted States recelva transfusions of
appmxtmatcly 20 million units of whole biood and blood components. The biood for these
products is collected from voluntary donors through 2 network of nonprofit community and
hospital blood banks, [ndividuals with hemophilia depend upon blood coagulation products,
called antlhcmophmc factor (AHF) concentrate, to lleviate the effect of an inherited deficlency

in a protein that {s necassary for normal blood clotting. The AHP concentrate is manufactured -

from blood plasma derived from [,000 to 20,000 or more donors, exposing individuals with
bemophilla to & high risk of infection by blood-bormne viruses.

The safety of the blood supply is a shared responsibility of many organizations includmg the
plasma fractionation industry, vomumunity blood banks, the federal government, and others. The
Food and Drug Administeation (FDA) has regulatory authority over plasma collection
establishments, blood banks, and all blood products. Singe 1973, the FDA has established
standards for plastna collection and plasma product manufacture 2nd a system for licensing those
who met standards. The Centers {05 Discase Control and Prevention (CDC) has responsibility
for sutveillance, detsetion, and Warning of potential public health risks within the blood supply.
The Natjonal Instlrutes of Health (NTH) supports these efforts through fundamental reseatch.
During the 1950s and 19603 blood shicld laws were adopted by 47 states. These laws exempt
blood and blood products from strict liability or implied warraruy claims on the grounds that
they are 2 service rather than a product, The laws were developed on the premise that givett the

i
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inherently risky nature of blood and blood products, those providing them required protection
if thef blood systsm was to be a reliable resource,

As a whole, this system works eflfectively to supply the nation with necessary blood and h]
blood products and lts quality control mechanisms check most human safety threats. The ev

of thd} early 1980s, however, revealed an impornant weakness in the system—in its ability to dea}
with |a new threay that was characterized by substantial uncertainty, With intent to prepars the _J
guardians of the blood supply for fitrure threats concerning blood safety, the Department of
Health and Human Services commissioned the Institute of Medicine to study the wransmission

of HIV through the ‘blood supply. The Committee to Study HI'V Transrission 1Through Blood and .
Blood , Products.undertook this assxgnmcm fuuy aware of the advantages and dangers of

- ,bmdplznt Hindsight' offers an opportunity 10 gain the Wnderstanding needed to confront the next A

thregt to the blood supply. The danget of hmdsxght is unfairly ﬁudmg fault with decisions that
werd made in the context of great uucertainty,

; HISTORY

The Risk of AIDS

tarting with the identification of 26 homosexual mea with opportunistic diseases in June
1981, the CDC's Morbidtty and Mortality Weekly Report became the source for reports of the
cpﬁem‘m. By July 1982, enough cases had occurred with common symptormatology to name thie
disease “Acquired Immune Deficiency Syndrome™ (AIDS): By Januyary 1983, \
epidemiological evidence from CDC's investigations strongly suggested that blood and blood
profucts transmitted the agent causing AIDS and that the disease could also be transmitted |
ugh intlmate heterosexual contact. The conclusion that the AIDS agont was blood bome was |
based on two findings. First, AIDS was oceurring in transfusion recipients and individuals with
“hemophilia who had received AHF concentrate; these patients did riot belong 10 any previously

defined group at risk for contracting AIDS. Second, the epidemiologic pattern of AIDS was
sindilar to hepatitis B, another blood-horvie disease.

i Istimediate Responses to Evidence of Blood-Borne AIDS Transmission

“In the first months of 1983 the epidcnﬁolog'\ual evidence that the AIDS agent was blood-
anse 10 AIRS, starting wih a public mecting convened by the "CDC in Atlanta on January

4 i1983 Later that month, the leadiug blood bank organtzations, and, separately, the National
Hemophilia Foundation (NHF) and the blood products industry issued swtements about
prevénting exposure to AIDS. In March 1983, the Assistant Secretary for Health promulgated
the Trsz officlal PHS recommendations for preventing AlDS, and the FDA codified safe
practices for blood and plasma collection.

The government and private agencies quickly identified, considersd, and in some cases
:\l)pxed strategies for dealing with the tisk of transmitting AIDS through blood and blood

3
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© produets, Imwndcd safoly. measures, however, werg limited in scope. Bxamples
" inclide: questions to eliminate high-risk groups such as intravenous drif users, recent
Immigrants from Halti, and those with early syraptoms of ALDS or exposure to patients with._
AIDS; direct questions about high-ri not used. They reflected )

A (3£K of consensus about the magmtude of (he threat, cspecmuy among physicians and public \
hea

th officials, who had trouble interpreting the unique epidemiotogical pauern of AIDS. The
recommendatons also reflected uncertainty sbout the benefits ol xdcnufymg and deforring \
pot »nually mfected blood and plasma donors, treatment of blood produc:s o imactivate viruses, \
}
t

in transfusion practies and blood product usage. Thuosts risks, and benefits of thesc and other
. boightlal control strdtegics were uncertain, ‘

2.

.
’

-t
>

Opportunities to Reformulate Policy

[n the interval between the decisions of carly 1983 and the availability of a blood test for
V in 1985, public health and blood Industry officials became more eartain that AIDS was &
od-borne discase as the number of reported cases of AIDS amoug hemophiliacs and
nsfused patients grew. As thelr knowledge grew, these officials had to decide about recall of
chummated blood products and possible implementaton of a surrogate test for HIV, Meetings
of the FDA's Blood Product Advisory Committee in January, February, July and December
1983 offered maJor oppormmncs to discuss, consxdcr, and reconsider the limited tenor of the
policies.

Dgspite_these oppcmnmes and othets 0 review new cwdcnce and to reconsider earlier B

detisions, blood safety policies changed very litle during 1983. Many officals of _gt}g“__blood
by

cs, the plagma fractionation industry, and the FDA accepted. with Titde question estimates that
thé risk of AIDS was fow (“oneina ‘million transfusiony”), and they acccpted advice that coiitrol
strategics (such as automatic withdrawal of AHF concentrate 1ot containlng Blood from doriors
subpected of having AIDS, or & switeh from AHF concenirale o cryoprecipitate in mild or
moderate hemophiliacs) would be ineffective, tao costly. or toa risky. During this period, there !

were missed opportunities {o leam “from local attempts 10 screen potentially infected donors or :
irdplement other control strategies that had been rejected as national policy. -

HI
blg
tral

| Regearch Activities

From 1983 through 1985, research on AIDS included epidemiclogical analysis to understand
patterns of spread and etiology, the search for methods to control or climinate the diseass, and
evalvation of the efficacy of potential safaty messures such as surrogate tests for the infection.
Related research on methods to inactivate hepatitis B Vims in AHF concentrate had begun in the
1970s and came (o fruition in the eatly 19805, "
In the early 19805 the CDC's surveillance program identified ALDS patients and rapidly
characterized the disease. Scientists at N{H isolated and characterized HIV in 1984, Vieal
inactivation meihods for AHF concentrate were developed in laboratories of the plasma

EXECUTIVE SUMMARY 3
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fractionators and the FDA licensed the new processes quickly. Although the pace of viral
inactivation research had been slow, it accelerated in the 1980s largely in response to hepatitis,
and had identified cffective strategics by 1984. Howevsr,. research into other Ppotential ways to
safeguard the bload supply such as the use of surrogaic tests was no( pursued vlgorous_ly and

S e

. {NETE Was” relatively e’ rcseamh on blood sufety issues per se.

~ FINDINGS

ed it approach by examinlng four wpics that aro csScnual components
| of Kifbiiised glraiéiftot ensuring the safety of the blood supply: biood product treatment; donor

soreening and deferral; regulation of remaval of contaminated products from the rarket; and
communicstion to physicians and patients,

.

Product Treatment

v
4

Plasma produsts can be treated by a variety of physical and chemical processes to inrctivate
viruses and thus to produce a product fres from contamination and relatively safe for transfusion.
Shortly after the devclopment of the technology to manufacture AHF concentrate 1t was
recognized that these products carried a substantial tisk of trapsmitting hepatitis B. Although
some blood derivative products had besn treated with heat to destroy live viruses since the late

- 1940s, Pactor VIII and IX concentrates in the United States were 110t subject to viral tnactivation
procedures until 1983 and 1984, 1t this te¢hnology had been developed and Introduced before
1980 to inactivate hepathtis B virus and non-A, non-B hepstitis virug, fewer individuals with
hemophilia might have been Infected with HIV. :

Overall, the record of the plasma fractionators and the ¥DA with respect to the developrient
and implementation of heat treatment is_ mixed, The Committee’s analysis focused on whether “'-.
the basic knowledge and w:hnology for inactivating viruses in AHF concentrate had been "~
wvailable befors 1980 and whether industry had appropriatc incentives (from FDA, NIH, NHF,
or others) to develop viral inactivation procedures. In the Committee’s judgment, heat treatmen
processes 10 prevent the transmission of hepatitis, an advance that would have prevented many e
¢ages of AIDS {n individuals with hemophilia, might have been developed before 1980, For a
vatiety of reasons (e.g., concern about possible development of inhibitors and higher costs),
however. neither physicians caring for individuals with hemophilia nor the Public Health Service
agencies actively encouraged the plagma fractionation cotnpanics to develop heat treatment
measures earlier, The absence of incentives, ay well as the lack of & countervailing force to
advocare. blood product safety, conulbuied to the plasma fractionation industry’s slow tate of
progress toward. the development of hear-reated products. Once plasma fractianators developed
insetivation fnethods, however, the FDA moved expeditiously to licease them.

/J~Z>f<-(
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Donor Screening and Deferrul Policies

The purpose of donor screening and deferral procedures is to minimize the possibility of
transmitting an infectious agent from a unit of donated blood 10 the recipient of that unit, as well
as to insure the welfare of the donor. Donor screening includes the identification of suitable
MWWmNKMMmmHMMymMMuﬂMmdmmmHMMmmmm%mmwm
and progedures ussd -at the time of donation, such as questionnaires, interviews, medical exams,
bldod-“tests,” and pmvidlng donors with. the opporwnity to self-defer. Donor deferral is the
tcmporiry ov permisiient rojestion of a donor based on the tesults of the screening wneasures, .

B Ianuma.t983" iy addition to suggesting thay the agent causing AIDS was transmitted
thrwgh blood “1Ad*Blacd products and could be.sexually transmitted, the epidemiological
evidence also demonstrated that there were several groups who had an increased risk of |
developing AIDS. The highest incidence of the disease was in male homosexuals, who donated
blood frequently in some geographic regions. The Committee found that organizations
implémentsd donor scrccmng sneastres in different ways at.different tmes. Plasma collegtfn
agencies had bagun screening potential donors and excluding those in any of the known risk
groups a5 early as Decernber 1982, and CDC sclentists suggested in January 1983 that blood
banks da likewiss, Also in January, the blood  banking Orgammuons (AABE,"ARL. and CCBQC)
issued 19m,t~s~t§gcment that recommended the use of donor screcning qucmons lo deteet early
sxmp!oms of AIDS. or.exposure 1o AIDS patients, The statement, however, did ot advocate P
(dircetly questioning donors about their sexual preferences. Blood banks did jnstitute Some 4
sereening e st{r;;__ig early 1983, but onjy 2 few agked potaxmal dotors qucmons ‘dbout
homogsexual activities: At the same vime, CDC scientists also suggested that all blood and plasma
coliection agencies s employ an available surrogate test for hepatitls B core antigen (anti-HBc).
Most blood and plasima collection agencies rejected this recommendation. Although the precise
xmpac: of thesé two dctions 1s rot known, carlier implementation of &ither probably wouid hiave
rzduced the number of individuals infcctcd with HIV through bdlood and blood products. In
March 1983, the FHS iskued recommendations that identified high-risk individuals for AIDS and
stated that these individuals should not donate plasma or blood.

Based on its review of the evidence, the Comunlittes found that deeision makers involved with
donor screening and deferral acted with good intent in some instances. In other instances,
however, preference for the status quo under the prevailing conditions of uncertainty and danger
led decision makers to underestimate the threat of AIDS for blood recipients. The Committee ~
coneluded that when confronted with & range of options for using donor sereening and deferral
o reduce the probabilliy of spreading HIV through the blood supply, blood bank officials and
fodcral au(ho:uxe.s,cnnsxstcmly Chask. the 1east agpressive option that was justifiable, In adopting
this Timited 2 approach, policymakers often passed over options that might have initiaily slowed
the spread of HIY to indlviduals with hemophilia and other recipients of blood and blood
products, for example, sereening male donors for 3 histary of sexual activity with other males
and screening donated blood for the anti-HBc antibody. The Commitiee believes that it was__ el yd
reasonable 1 geanire blood banks to.implement these two ) sCreening. proc;eduncs_mj anuary_ 1 1’983 i
The FDA’ s failure to . require this is. evidence that thc agency "did™aor adequately use ws
rcmﬂ'amrv aulhoruy and therefore missed opportunities to protect thc pubhc fhealih. ™ 7

P
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Regulations and Recall

The FDA is the principai regulatory agency with autherity for blood and blood products, bur
it exercises its autharity largely through informal action. Recall—the removal of a product from
the market—exemplifies the relatlonship between the FDA's potent tormal powers and it
informal maodus operandi. Recall i5 & voluatary act undertaken by the manufacturer but overseen
by the FDA, which has the suthorlty to seize or revoke the hccnsc of a product. Regulation o of

"Because the FDA' fésources ire limued it relies upon the blood industry and others for ;
coopcﬂdon. The:FDA Blood Products Advisary Commites is a venue for consensus-building ‘\
- 200wt blaod’ regulatory policy. Inan fidustry in wWhich firm and product reputation is critical to )
market success, the FDA's collegial approach is usually effective.
The Committes analyzed the FDA's exetcise of its regulgtory powers by examining how it
acted during four critical events: (1) letters issued by the FDA in March 1983 requiring
pattictilar practices related to donor screening and the scgregauon of high-risk plasma supplics; 'Q/—‘
(2) a July 1983 decisipn not to recall plasma products “automnatically” whenever they chuld be
finked to individual donors who had been identified as having or as suspected of having AIDS; %
(3) 2 decision not to recall nontreated AHF concentrate when heat-treated AHF concentrate
becams avzilsble in 1983; and (4) a delay of years in the FDA’s formal decision to recoramend
uacing recipients of transfusions from a donor who was later found to have HIV. For each of
these, the Committes posed a series of hypoweses to explain the FDA's actions. These focused ™)
on the reach of the agency’s legal powers, the information available at the time in relation to \
refevant public haslth considerations, the sgency's risources, the FDA's institutional cuiture, the J
economic costs of particular actions, and the prevailing pulitical ¢limate.
The analysis of these four svents led the Committee o identify several weaknesses in the
FDA's regulatory approach to blood safety issues. The agency’s March 1983 letters may have
been unclear concerning whether all of their recommendations were required to be impletnented
by the addressed, Handling of the case-by-cage recall declsion suggested thut the agency lacked
both the capacity to structure its advisory process adequately and w0 analyze independently the
- recommendations that were made to it. In (he Committee’s judgment, these and other events.. /

ipdicate the need for a more systematic “approach to blood safety reguldtion when their is I
uncsrtxmty ‘and danger 16 the public.

Communication to Physicians and Patients

As evidence for the possibility that the blood supply was a vector for AIDS accrued,
consumers of blood and blood products and their physiciang found thernselves in a complex
dilemma about how to raduce the risk of infection. Restricting or abandoning the use of blood
and blood products could lead 0 increased mortality and morbidity. On the other hand.
continued use of these products apparemtly incréased the risk of AIDS. The Commiutee

investigated the processes by which physicians and patients obtainea information about the
epidemie and the costs, risks, and benefits of their elinical options.

EXECUTIVE SUMMARY
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A wide range of clinleal options were available by late 1982 and might, in sume instances,
bave reduced or eliminated dcpendcncc on AHF concentrate and theraby reduced the risk of HIV
transroission, As o(um happens in times of {ntense sclentitic and medical uncertajuty sueh as in
the carly 19803, individuals with hemophilla and transfusion recipiénts had fitle mformauon
about tisks, benelits, and clinical options for their use of ‘blood and blood products.

The dre Eramnnc SUCCEsses of treatment With ARK concentrate in the 19705 provided a context
in which. thxesholdx for abandoning or radically restricting the use of these products foc
individuils with ‘s&Veve Hemophilia were high. Both physicians and individuals with hemophilla
expressed reluctanse’ sbout returning to the era of ¢linical treatment before the introduction of
AHF ¢opcantrate 'I‘he Natioual Hemophilia Foundation (NHF) and physicians, in their efforr -

. fiRd e’ tight "Balaties between the risks and bénafits of contimued use of AHF concentrate,

’)‘}.. .
tendad to overweight the well-established benefits of AHF concentrate and underestimate the \&
Tisks of AlDS, which were stil uncertain,

In addition, the Committes found that prevailing assumptions about medically accoptable™
risks, ‘especially reganding hepatitis, 1ed 1o complacency and a failure to act upon reports of a -
new infectious risk with sufficiemt concem. Ultimarely, assumptions sbout medical Hecision -
making practices in Which patients played a relatively passive role led to failures to disclose
completely the risks of using AHF concentrate and thereby did not enable individuals to make
Informed declslons for themselves. As the potential dimensions of the epidemic among
individoals with hemophilia became clesr, communication between physicians and patients was
further compromiged by physicians’ reticence to discuss the dire implications of widespréad
infection with their patients and famtiies.

Institational barriers to patiant-physician communications and relationships between relevant
organizations also tmpeded the flow of information. If the NHP had ceceived input from a wider
group of scientific and medical experts, more expiﬁit and systematic dissemination of a range |
of clinical optlons might well have been possible addition, _the financial and other

relationships between the NHE and the plasma fractiongtion industry created a confliet of mtc‘kt

that seriously compromised the perceived independence of NHE's recommendations.

No organization stepped forward to communicate widely the risks of blood transtusions to
potential reciplents, Many blood bank officials during this period publicly denied that AIDS j,_j
posed any significant risk to blood recipients. In this context, and because many transfusions
occurred Of an emergency basis, patents were rypically not apprised of the growing concems -
about the contamination of the blood supply. For bath individuals with hemophilia and rctxplcnbs
of blood transfusions, physician concem that their patients might refuse care deemed a “medical
necessity® further contributed to failures to infoem them of the risks.

\

CONCLUSIONS
Deciston Making Under Uncertainty

The events and decisions that the Committee hoas analyzed underscore the difficulry of
personal and institutional decision meking when the sakes are high, when Knowledge is
imprecise and incomplete, and when decision makers may have personal or institutional biases.

EXECUTIVE SUMMARY 7
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The Committee attempted'to understand the complexities of the declston-making process during

this urcerain period and 1o develop lessons to protect ths blood supply in the future.

retrospect, the system djd not deal well with contemporaneous blood safe
hepatitls, and was not prepared to deal with the fac greater challenge of AIDS,

Although enough eépidemislogical evidence had emerged by January 1983 to strongly suggest
that the agent causing AIDS was transmitted through blood and blood products and could be
sexuglly transtaittéd 10 sexual parters, the magnitude of the risk for transfusion and blood
product rééiplents Wag fot known at this time. Policymakers quickly developed several clinical
‘and” plibli¢” hdalth“5pHioHY to reduce the risk of AIDS wansmission. There was, however,

. substantial ecfentififftincertainty about the costs and benefits of the available options, The result

. Was'y patiecn of 'rcép‘&'ﬁ:-.&é‘wmch, whils not in conflict with the available sciemtific information,
were very cautious and exposed the decislon makers aud their organizations to a minimum of
criticism,

Blood safety is a shared responsibility of many diverse organizations. They include U.S,
Publlé Health Service agencies such as the CPC, the FDA, sud the NIH, and private-sector
organizations such ag community blood banks and the American Red Cross, blgod andrplasma
collection agencies, blood product mamufacturers, groups like the Natlonal Hemophilia
Foundation, and others, The problems the Committee found {udicated a failu
and inadequats institutional decision making processes in 1983 and 3984, No person or agency

“was abic to coordinate all of the organizations sharing the public health responsibility for \
achieving 3 safe blood supply.

in
issye

(o
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B
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Buregucratic Management of Potential Crlses

Federsl agencies had the primary responsibility for dealing with the national emergency
posed by the AIDS epidemic, The Committee scrutinized bureaucratic function closely apd came
to the following conclusions about the management of potential crises,

Ficst, unless someone (tom the top exetts strong leadership, {egal and competitive concertis
may inhibit effective action” by " agencies of the federal government, Similarly, when
policymaking occurs against 2 backdrop of a greau deal of scientific uncerainty, burcaucratic
standard operating procedures designed for routine circumstances seem to take over unless there
{¢ & clear-cut decision-making hietarchy. An effective leader will insist wpon cootdinated
planning and execution. Focusing efforts and responsibilities, setting timetables and agendas,
and assuming sccountability for expoditiaus action cannot be left to otrdlnary standard operating
procedures. These actlons are the responsibilities of the highest levels of the public health
establishment.

" Sécond, the FDA aud other sgencies in the early 1980s lacked a systematit: approach 10
conducting advisory comumitice processes, These agencies should tell their advisory committees
what it expects from therm, keep attention focused on high priority topics, and independently
evaluate thelr advice. Because mistakes will always be made and opportunities missed,

regulatory structures must organize and manage their advisory foards 10 assure both the ceality
and the continuous appearance of propricty.

EXECUTIVE SUMMARY
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_Third, agencies should not _rely upon the entities they regulate for analysis of data and —
modeling of declsion problems. -

Fourth, agencias need to think far ahead. They must momitor more systematically the
long-term outcomes of blood transfusion and blood product infusion to anticipate both naw
technologies and new threats to the safety of the blood supply, The Cormunittes believes that the
Public Health Service should plan what it will do if there is a threat 1w the blood supply. It
should specify actions that will occur once the Jovel of concern passes a specified threshqld. The
Conuthittee favorgia-tetles of criteria or friggem for wuking regulatory or other public health
actioris ‘Which thé T&éponsc is proportional 1 the ‘magnitude of the tisk and the quality of the
informasion ﬂn‘ﬁh}(:h the risk estimate is bayed, Taking on small steps allows for carefut
-Fectitsideration” ot options, particularly as information about uncertain tisks unfolds, Not all

triggering events necd lead to drastic action; some may merely requira careful reconsideration
of the options ov obtining new Information.

, RECOMMENDATIONS >

The Comumtittes’s charge was to learn from the events of the early 19805 to help the nation
prepare for funire threats to the blood supply. From the record assembled for this study, the
Committee identified potential problems with the system in place at that time and has ideatified
some changes that might have moderated some of the effects of the AIDS epidemic on recipients
of blood and blood products. The federal and private organizations responsible for blood safety || —
and the public health more gencrally will havs to evaluate their carrent policies and procedures
to see if they fully addrass the issues raised by these recommendations.

The Publie Health Service

Several ageticles necessarily play important, often differentiated, roles in managing 2 public
health orisis such as the contamination of blood and blood products by the AIDS virus. The
National Blood Polley of 1973 charged the Public Health Service (including the CDC, the FDA,
and the NTH) with responsibility for protecting the nation's blood supply.

“The Comninee has come to believe ht a failure of Jeadership may have delayed effective
action during the period from 1982 to 1984, This failure led to less than effective donor
screening, weak regulatory actions, and insufficient communication to patients about the risks
of AIDS, In the event of a thraat to the blood supply, the Public Health Service must, as in any
public heaith crisis, insist upon coordinated action. The Secretary of Health and Human

Services ia rasponsible for all the agencies of the Public Health Service,' and therefore the
Committes makes

'In the 19803 and now, the PHS agencias ropor o the Assistant Secretary of Jiralth, Asg this report was being
writien, the Depariment of Health and Human Services has praposed 1o clirinate the office of the Asslstant
Scurctary, 80 1t the PHS agencies would repon dircatly 10 the Seerctary.

EXECUTIVE SUMMARY
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R om/n{ndation 1: The Seeyetary of Health and Human Secvices should designate
Blood Safcty Director, at the level of » deputy assistant secretary or higher, to be i
onsible for the federal government’s efforts to mafntain the safety of the nation’s

To be effective in coardinating the various agencies of the PHS, the Blood Safety Director
should bs at thelevel of z deputy sssisant secretary or higher, and “should not be a
reprcscnume of- my*singlc PHS agency.

mconsidmm; the history of the contammination of the blood supply with HIV and the current

suwcﬂhaca rcgulatory. ‘and administrative structures for ensuring the safety of our nation’s
~ Blodd tesources; tH¥Caimittee became convincéd that the nation needs a far more responsive

and integrated process 1o ensure blood safety. To this end, the Commitiee makes

Recommendation 2 The PHS should establish a Blood Safety Council to assess
current and potential future threats to the blood supply, to propose strategies for
overcoming these, threats, to evaluate the response of the Public Health Servicd to
these proposals, and to monitor the implementation of these strategies. The Councll
ghould report to the Blood Safety Director (see Recommendation 1), The Council
should alsa serve tv alert scientists about the needs and opportunities for research
to maximize the gafety of blood and blood products. The Blood Safety Council
should take the lead to ensure the education of puhlic bealth officials, clini¢ians, and

the public about the nature of threats to our nation’s blood supply and the public
health strategies for dealing with these threats.

The proposed Blood Safety Council would facilitate the timely transmission of information,
aggessment of Tisk, and inlitiation of appropriate action both during times of stability and during
a crisis. The Council should repott to the Blood Safety Director (ses Recommendation 1). The
Council would not replace the PHS agencies responsible for blood safety but would complement
them by providing a forum for them to work together and wxm prlvam organizatons. The PS8

-agencles would be represented on the Council.

The Blood Safety Council should consider the following activities and issues: 10 daubemc
the need for & system of active surveillance for adverse reactions in blood recipients; 1o establish
a panel of experts to provide ipformation about risks and benefits, altermative options for
treatment, and recommended best praciices (see Recommendation 13); and to investigate
methods 10 triake blood products safer, such as double inactivation processes and reduction of
plasma pool size,

When a product or service pmvxdcd for the public good has inherent risks, the common law
tort system fails (0 protect the righttul interests of patients who suffer barms resulting from the
use of those products and services, To address this deficiency. the Committee makes

EXECUTIVE SUMMARY 10
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Recomumiendation 3: The Federal goveroment should consider ¢stablishing 8 no-fault

compensstion system for individuals who suffer adverse consequences from the use
~of blood or blood products.’

For such & no-fault system to be effective, standards and procedures would bave to be
determined prospectively 10 guide its operations. There needs to bs an objective, science-based
process 1o declde which kinds of adverse outcomes are caused by blood-bome pathogens and
which individual ¢ages of thege adverse outcomes deserve compensation, As with vaceines, such
2 systém could ke fifiaficed by a tax or fee paid by all manufacturers or by the ultimate recipients

. of blood produgts 2 However, hud there been a no-fault compensation system n the carly 1980s,
_“it ooutld haive reliéVed thuch financial hardship suffefed by many who became infected with HIV

through blood and blood products in the United States. The “no-fault” principles outlined in this

recornmendation might serve to guide policymakers as they consider whether o implement 4
compensation system for thoss infected in the 1980s.

’ The Centers for Disease Control and Prevention

* The CDC has an indispensable role in protecting our nation's health: to deteer potential

public health risks and sound the alert. In order to improve CDC’s efficacy in this critical rote.
the Committee makes

Recommendation 4: Other federal agencies must understand; support, and respond

to the CNC's responsibility to serve as the nation’s early warning systesn for threats
to the health of the public.

One way to begin to implement this wecommendation is for the Secretary of Health and
Human Services ©w insist that an agency that wishes to disregard a CDC alert should support its
position with evidence tha rueets the satne standard as that used by the CDC in raising the alert.

In order (o carry out its early warning responsibility effectively, the CDC needs good
survelllance systems, The Comminee, believing that the degree of surveillance should be
proportional to the level of risk inherent in blood and blood products and should include both

immediate and delayed effects, makes

<\

Recommendation 5;: The PHS should establish a surveillance system, lodged in the |

CDC, that will detect, monitor, and warn of adverse effects in the reciplents of
blood and blood products,

! One Comymitiee member (Martha Derthlek) absiains from this recommendation becanse she belteves
thay it falls outside of the Commiliee's charge .
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The Food and Drug Administration

The FDA has ;u:gal authority 10 protect the safety of the naton’s blood supply, and it is the
fead federal agency in regulating blood banking practice, the handling of source plasma, and the
manufacture of blood products from plasma, The Committee’s recommendations focus on

dccxswn making and the role of advisory corrunitteas in formulating thc FDA’s response to
crises., -

la tha Commu'téa"s }udgmcnt 4 mote systemasic approach to blood safety regglauon. one

tha;_xs_batter smw:l-:' 10 -conditions of uncertainty, s needed. In panicular. the Committee
nds (acesC Chipter 8) that the PHS develop.a series of criteria ot triggers for taking

obtic health actions for whichithe response is proportiopal to the magnitude
of the risk and the quality of the informetion on which the rlsk estimate is based. In opder that
ma pecfect not be the enemy of the good, the Committee makes

pretiuds completely ellminating potential risks, the FDA should encouragey and

where necessary require, the blood industey to Implement partial solutions that have

Recommaendation 6: Whera uncertainties or countecvalling public health concerns
et
little risk of ¢avsing harm.

“In all flelds, decision making upder unceriainty raquites an iterative process. As the
knowledge base for a decision changes, the responsible agency should reexamine the facts and
be prepered to change its decision. The agency should also assign specific responsibikity for

monitoring condittons and identifying opportunities for change. In order to implement these
prineiples at the FDA, the Committee makes

Recommendation 7: The FDA should periodically review important decisions that
it made when it was uncertain about the value of key dacision variables.

Although the FDA has a great deal of regulatory power ovar the blood products industry,
the ageney appears 10 regulate by expressing its will in subtie, understated directives. Taking
this into account, the Committee makes

Recommendation 8:  Because regulators must rely heavily on the performance of
the industry to accomplish blood safety goals, the FDA must articulate its vrequests
or requirements in forms that are understandable and implementable by regulated
entities, In particular, when issulng instructions to regulated entlties, the ¥DA
should specify clearly whether it is demanding specific compllance with legal ~
requirements or is merely providing advice for careful considerat‘mn.

S———

In the eatly 1980's, the FDA appeared too reliam upon analyses provided by industs
members of thc B\ood Products Adwsory (..ouncxl Thus the Commiuse arrived at

[ONOWIRIPRPITSRES St

Recommendation 9: The FDA should easurc that the composition of the Blood [
Products Advisory Committec reflects a proper balance between members who are

EXECUTIVE SUMMARY
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connected with the blood and blood products indﬁstry and members who are
independe:_x_t:of Industry.

An sgency that is well-practiced in orderly decision-making procedures will be able to
~ respond to the much greater requirements of 2 crisis. This consideration leads to

. Recommendation 10: The FDA should tell its advisory committees what it expects
h}un them nnd should mdependendy evaluate their agendas and their performance.
: 3 '-);

e L
ST

; ﬁ:ﬁ;{wty corﬁfiﬁttees provzde scientific advice t¢ the FDA, but they do not make regulatory
*dedtilons for the BEAAY. The FDA’s lack of Independent mformaﬂon and-an analytic capabllity
of its own meant that it had little choice but to incorporate the advice of BPAC into lts policy

recommendations. To enswe the proper degres of independence betwoen the FDA and the
BPAC, the Committee makes

Recommendation I1: The PHS should develop reliable sources of the inforfiation
that it nesds to make decisions about the blood supply. The PHS should have its own

qapacky to analyze thls information and to predict the effects of regutatory
~ decistons.

Cormmunication to Physicians and Patlents

One of the crucial elements of the system for collecting blood and distribusing blood products
to patients is the means to convey concern about the risks inherent in blood products. In today’s
practice of medicinie, in contrast to that of the early 1980s, patients and physicv.ans each aceept
a share of responsibility for makmg decisions,

In instances of great uncertainy, it is crucial for patients to ba fully appnscd of the full
range of options available and to become active participants in the consideration and evaluation

of the relative risks and benefits of alternative treatments, To encourage better communication,
the Committee makes

Recommendation 12: When faced with a decision in which all options carry risk,

especlally if the amount of risk is uncertaln, physicians and pauents should take
cxtra care to discuss a wide range of options.

Given the intierent risks and wncertainties in all blood products, the public and providers of
care need expert, unblased information about the blood supply. This information includes risks
wiud benefits, siternatives 1 using blood praducts, and recommended best practices. In oprder to
provide the public and providers of care with information they need, the Comunitiee makes

Recommendation 13: The Depariment of Health and Human Scrvices should
convene 2 standing expert panel to inform the providers af care and the public about
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the risks asgocigted with blood and blood products, about aiternatives to using them,
and about treatments that have the support of the scientific record.

One lesson of the AXDS crisis is tat a well- 2stablished, orderly decision making process

{s important for successfully managing a crisis, This applies as much to clinical decision making

a5 to the public health decision process addressed by earlicr recommendations. As the narrative

~ indicates; there are both public health and clinical approaches to reduelng the risk of hload borme

dlgedses. The Blood Sat‘cty Council called for in Recommendation 2 would deal primarily with
rzgk_;asczamcnt md acnons In the publlc health domain that would reduce the chance that blood

oriibest yméuccs callcd for in Recommendation 13 would be to provide the clinlea) information
that physicians and their patients need to guide thelr individual health care choices, To be most
effective, this panel should be lodged in tic Blood Safery Council (see Recommendation 2) so

that both bodies can interact and coordinate their activities in ordex to share Information about
emerging risks and clinical options.

Recommendation 14: Voluntary organizations that make recommendations about
using commercial products must avoeid conflicts of Interest, maintain {ndependent
judgment, znd otherwise act so as to earn the confidence of the public and patients.

One of the difficulties with using experts to give advice is the Interconnections that experts
accumulate during their careers. As a result, an ¢xpert may have a history of relationships that
taise concsins about Whether he or she can be truly impantial when advising s course of action
ina complcx sitvation, One way to avoid these risks is to choose some panelists who are not
sxpert in the subject of the panel's assignment but have & rcpumuon for expertise in evaluating
evndence. sound clinical judgment, and irnpattiality.

. Financial conflicts of interest influence organizations as well as individuals. The standards
for acknowledging, 2nd in some cases avoiding, confiicts of intcrest are higher than they were
12 years aga. Publie health officlals, the medical professions, and private organizations must

uphold this new, difficult standard. Failure to do so will threaten the fabric of trust that holds
our society together.

REFERENCES

Centers for Disease Control. Morbldiry and Morality Weekly Reporr. July 23. 1993,
Institute of Medicine, Dmepgine [nfections. National Academy Press, 1992,

Wallaca, E.L,, et al. Collection and Transfusion_of Blood and Bloed Components in the
Upjted States. Transfusion, vol. 33; 1993,

EXECUTIVE SUMMARY 14

BPLL0010935_0021



\upload z modem

July 3, 1995
T0: Trustees
" Media Contacts
FROM: Jim MacPherson
SUBJECT: FDA Purges Blood Representatives from its Aduisory
Committee

FDA Commissioner David Kessler today removed nearly all
representatives of the blood community from the agency's Blood
Products Aduisory Committee. FDA officials said the action was
the culmination of a nine month study on the role of "industry

representatives" on the agency's advisory committees. Privately,
sources admlt this was a preemptive strike to deflect criticism
from an Institute of Medicine (IOM) study of the agency's
decisionmaking in the early 1980s on HIV and blood safety. The
IOM report will be made public on July 13th. Confidential copies
of the report and its recommendations were recently made available

to officials of the Public Health Service, which commissioned the
study, and FDA, which is part of PHS.

14

FDA has been criticized in recent years by Congress and hemophilia
activists for the make up of BPAC and the committee members' close
ties to the regulated blood community. But FDA deflected much of
the criticism by stating the make up of BPAC was similar to other
technical advisory committees in that it was heavily weighted
toward scientists and physician-users of the regulated products.
Admittedly, FDA had difficulty in applying its "industry" standard
to the blood committee. For other committees industry usually
means a commercilal drug or device interest. But based on
criticism from the IOM report, FDA apparently has extended the
definition of "industry representation" to anyone who derives
income from a regulated activity. Hence, the purging of the BPAC
will be far deeper than any other FDA aduisory committee.

We have been told that replacements for the dismissed members will
be "scientists, consumers, primary care physicilans, ethicists and
academics." We were also told that the recent BPAC
recommendations on CJD and HIV antigen testing played no part in
the Commissloner's action: "It was purely coincidental."”

Leaks on the purging of BPAC may stimulate media interest in the
IOM report, which has been well guarded. We have been told by
those that have seen the report that the blood community and
commercial industry are criticized for several of the decisions
made on blood safety in the early days of the AIDS epidemic. But
apparently the most scathing criticism is leveled at the FDA and
the National Hemophilia Foundation. The recommendations, we are
told, follow closely those made by groups such as the hemophilia
activist Committee of 10,000 (COTT). However, those familiar with

the report said that the findings do not justify the
recommendations.

The story of HIV in the blood supply is largely an old one that
has been bitterly, but inconclusively, fought in the courts for
nearly a decade. During the early days of the AIDS epidemic tens
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of millions of lives were saved by blood transfusion.

Regrettably, several thousand individuals also became 1nfected
with HIV. Those who were harmed by transfusion, understandably,
want to make sure that we learn whatever lessons there are from
their tragedy and make the best decisions possible for the future.
It is, frankly, hard to image what additional lessons there are to
be learned from the early 1980s as we now begin to approach a
truly safe blood supply. Current controversies (such as CJD and
HIV antigen testing) seem to revolue around theoretical risks, or
those that consume high resources yet have speculative value and
diminishing returns. Nevertheless, representatives of the blood
community will continue to actively work with the FDA, the IOM and
the public on finding the best ways to improve blood safety.

The IOM report may stimulate new media stories, increased
litigation, Congressional activity and additional directives from
FDA. As more new information on the report becomes available, we
will make it available to you. Not knowing the specific charges
or recommendations made in the report, and how the press may cover
it, makes it difficult to know whether to prepare for a worst case

or best case scenario. UWe will try to keep you informed and
advise you as best we can.
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