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Preface 

W 

The transmission of HIV through the blood supply in the early I980 has led to considerable 
concern and controversy. Many individuals with hemophilia and many recipients of blood 
tmnsfttslons were infected With HIV through treatment with contaminated blood and blood 
products before there was an HIV antibody test for screening these products. These 
individuals—and their families, some of whom also became infected face considerable suffering 
and emotional and financial hardship as a result. They believe they were betYayod by the very 
people and orgRnizations 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 persist today (e.g., because of 
Creutzfold-Jakob disea4e, hepatitis C. and cytomegalovirus) (IOM 1992). 

In April 1993, in response to concerns voiced by the hemophiliac. cornmuruty, Senators 
Edward Kennedy (D-MA) and Robert Graham (D-FL) and Rcprescntaxive Porter 3. Goss (R-FL) 
requested that Secretary ofHealth and Human Services Donna Shalala open an investigation into -_ 
the events leading to the transmission of HIV to individuals with hemophilia from eotltaminated 
blood products. The Secrctaty agreed that it would be useful to gain a more complete 
understanding of the urge of blood and blood products for the treatment of individuals with 
hemophilia and those receiving transfusions in the early years of the AIDS epidemic. Thus with 
the intention f prparlzg for future threats to the blood siippy, the Department of Hea1thin 

nman Services requested that the nstitute'of Medicine M) establish a committee to study 
the transmission of HIV through the blood supply, As a result, the Committee to Study HIV 
TYctnsrnission Dirough Blood and Blood Products was formed. 'Through this historical analysis,
the Dtpanrtent of Heiilih and klumau Scrviccs expects to improve both deer%inn making and 
public health policy in meeting future challenges to the blood supply. 

To carry out this yearlong study, the IOM cntablished a committee of 11 people. 'the 
creation of an IOM eon-itnittce emphasizes the importance of providing an objective and impartial 
review of the decision-making processes and policies that surrounded the contamination of the 
blood supply with HIV. The Committee teas asked to examine the decisions made from 1982 
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through 1986 to safeguard blood and blood products, and to evaluate the actions taken to contain 
the AIDS epidemic- The Committee held four meetings in which members formulated 
explanations and discussed information that had been collected to test their hypotheses. This 
report, the product of the Committee's efforts, attempt; to provide both a comprehensive account 
pf the events that led to the contamination. of the U.S. blood supply and >. critical assessment of 
the difficult decisions that were made In the context of the,incertainty of this period. This retort t 
will- n t eelcçdeterrii1ne liability or affix blarr for any individual or collective decisions 
regarding MW transmission through blond or blood products during this time period. The 
Corrirnittce's aorcliisioiis and recommendations are intended to provide future leaders who will 
have' sibliity for the blood supply with lessons . alned from the Cxperlenccs of those who 

_ • , tried`to stow the tldc~6f the AIDS epidemic among 'recipients of blood and blood products. The 
Committee undertook this assignment fully aware of the benefits and risks of hindsight. 
findsight 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
becarrie available to dispel their uncertainty. To avoid this risk, the Committee has made cvcry 
effort to conduct a thorough and objective review of what was known during 1982.1986'~bout 
the transmission of HI V through the blood supply. The Committee recognized the importance 
of conducting an organizational analysis of the major players involved in the blood supply 
system and attempted, in some instances, to understand and describe their various roles. 
tesponsibilitics, and responses. 

To understand the views of the many organizations involved in the blood supply, the 
Committee's first meeting Included an opportunity to hear representatives of the Office of the 
Assistant Scvrcmry for Health (OAS}{) of the U.S. Public Health Service, Food and Drug 
Adrnittlstration (FDA), Centers for 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), 
N'atiottal Hemophilia Foundation (NHF), the Cotntnittee an Tau Thousand (COTT), HiVlPeer 
Association, and congressional staff of Senator Graham and Representative Goss, The 
Committee's $tcOrid meeting included a public hearing in which the Committee heard 

presentations from interested parties. Fifty-nine speakers provided oral testimony to the 
Committee and an additional 5() provided written statements. A transcript of the public hearing 
is available through National Technical Information Services (Record Locator No. FB95142345). 
A list of all Individuals who provided oral and written testimony appears in Appendix B. The 
Committee carefully considered all of this testimony as ii formulated its conclusions and 
recommendations over the course of the following two meetings. 

One of the advantages of conducting this study at this time, it that many of the key 
participants in the 1982-1986 decision making were available to speak to the Committee and 
staff. The Committee helixxed it was critical to hear firsthand. accourtz of the assumptions and 
beliefs that influenced criticat decisions about the safety of the blood supply. Fact-finding 
►nterviews were held with 76 individuals knowledgeable about all aspects of the blood supply 
system. These interviews indudcd representatives of FDA. CDC, N11-I, NHF, QASH, Industry, 
and blood banks; physicians and scientists: and individuals with hemophilia. A list of all the
people the Committee interviewed appears in Appendix A. The Committee also benefits from 
expert advice and background papers provided by consultants in plasma fractionation, blood 
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supply systems, anthropology, risk assessment, virology, and organizational behavior, The 
Committee and staff also reviewed over 700 documents provided by each of the major 
organizations Involved and other sources. Some of the key documents not readily available 
elsewhere are provided in Appendix D. Chher documents reviewed by the Committee arc 
available through the archives of the NatIortal Academy of Sciences. 

A spacial acknowledgement is extended to those people who wrote background papers for 
the study Jeffrey McCullough (whose paper provided much of the information contained in 
Chapter 2). Salman Kashevjee, ShcrMciser, and Arthur Kleinman—and those who helped the 
Committee obtain important documentation--VaI Bias, Wendy Donath, Corey Dubin, Bruce 

• Eva t, r'oseph`Fratantonl, William Hammer, Dasta Kulin, Beth Leahy, Bruce Lesley, 7eanne 
Lti ter, Clyde Mt:Aalay, hick Merritt, Maria Perky, Andrea Pastier, Dick Valdez, Jonathan 
Wadleigh, and many others. The Committee would also We 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, Laura Colost, Cynthia Abel, Kristina Becker and to 
summer law student intern Kathrytl Astarita, for their conunitrnent, assistance, and insight. 
Ptnally, the Comn3inee thanks Michael Stoto, Director of the Institute of Mtdicine'I' Division 
of Health Promotion and Disease Prevention, for his contributions to this study. 
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Executive Summary 

V 

IN1'ROIMJCTION 

A Nation's blood supply is a unique, llfc..giving resources and an expression of its sense of 
cotru unity. In 1993, voluntary donors gave over 14 million units of blood in the United States 
(Wallace, Pt ni. 1993). However, the characteristic that makes donated blood 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 hepatitis. eytomegalovirus, syphilis, and 
malaria from person to person (10M 1992). In the early 1980s blood becarnc a vector for HIV 
infection and ti'anstnitted a fatal illness to more thati half of the 16,000 hemophiliacs in the U.S. 
and ovcr 12,000 blood transfusion recipients (CDC, MMWR; July t993). 

each year, approximately four million patients in the United States reeelve transfusions of 
apprgxirnately 20 million units of whole blood and blood components. The blood for these 
products is collected from voluntary donors through a network of nonprofit coma ity and 
hoRpltal blood banks, Individuals with hemophilia depend upon blood coagulation products, 
caUeii andhemophillc factor (AHF) concentrate, to Alleviate the effect of an lttlherited deneicncy 
in a protein that is necessary for normal blood clotting. The A}(? concentrate is manufactured ''1 
frotr( blood plasma derived from 1,000 to 20,000 or more donors, exposing individuals with 
hemophilia to a high risk of infection by biood.borne viruses. 

The safety of the blood supply is a shared respoasibility of rainy organizations inchtding the 
nlasma fractionation industry. community blood baths, the federal zrovernrrient, and others. The 
Food and Drug Administration MDA) hss regulatory authority over plasma collection 
establtishi cents, blood battles, and all blood products. Since 1973, the t DA has established 
standards for plasma collection and plasma product manufacture and a system for licensing those 
who met: standards. The Centers foi Discast Control and Prevention (CDC) has responsibility 
for surveillance, detection, and warning of potential public health risks within the blood supply. 
The National Institutes of Health (NIH) supports these efforts through fundamental research. 
During the 1950s and 1960s blood shield taws were adopted by 47 states. These taws txetnpt
blood and blood pmducts from strict Issability or implied warranty claims on the grounds that 

they 
are a 

service rather than a product. The laws Wert developed 
on 

the premise that given the 
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inhe ntly risky nature of blood and blood products, those providing them required protectioty 
if th blood system was to be a reliable resource. 

s a whole, this system works effectively to supply the nation with necessary blood and ] 
bloc products and its quality control mechanisms check most human safety threats. The 
of the early 1980s, however, reytdled an important weakness in the s ys teat—in its ability to dew
with  new throat that was characterized by substantial uncertain . With intent to prepare the )
guar inns of the blood supply for future threats concerning blood safety, the Department of 
Heal and Human'Sorvices enrnmissioned the institute of Medicine to study the uansm.isslotn 
of H V through the blood supply. The Committee to Study HIV Trcnsrat-yslpn Trough Blood and 
Blo . durt.a.undertook this assignment fully aware of the advantages and dangers of 
bisui#9ht. Hindsightotfers an opportunity to gain the understanding needed to confront the next 
thre t to the blood supply. The danger of hindsight is unfairly finding fault with decisions that 
wet made in the context of great uw erta inty. 

HISTORY 

The Risk of AIDS 

tarting with the identification of 26 homosexual men with opportunistic diseases In June 
198 , the CDC's Morbidtry and Mortality 'Weekly Report became the source for reports of the 
epi lassie, By July 1982, -enough cases had occurred with common syrnptomatology to name tilt 
nev disease 'Acquired Immune Deficiency Syndrome" (AIDS): By January 1983, 
epidemiological evidence from CDC's inveitizations strongly suggested ttts,t blood and blood
products transmitted the agent causing AIDS and that the disease could also be transmitted ` 
through intimate heterosexual contact_ The cortclusion that the AIDS agent was blood borne was 
based on two findings. First, AIDS was occurring in transfusion recipients and individuals with 
he ophiiia who had received AL41 concentrate, these patients did not belong to any previously 
defined group at risk for contrxeting AIDS. Second, the epidemiologic pattern of AIDS was 
similar to hepatitis B. another blood-borne disease. 

trnmetllate Responses to Evidence of Blood-Borne AIDS Transmission 

In the first months of 1983. the epidetniologieal evidence that the AIDS agent was blood-
boiie led to meetings and public and private decisions tbat_set the pattern of th. b.)vQd.jndusirx's 

-c 

to ,WS, starting with a public meeting convened by the CDC in Atlanta on January 
4,11983_ Later that month, the teadiug blood bank organizations, and, separately, the National 
Hemophilia Foundation (NlIF) and the brood products industry issued statements about 
preventing exposure to AIDS. In March 1983, the Assistant Secretary foe Health prornutgated 
rho- fi mrst official PHS recornendations for preventing AIDS, and the 1✓DA codified safe 
pmrt ces for blood and plasma collection. 

The government and private agencies quickly identified, considered, unJ in some cases 
n opted strategies for dealing with the risk of transmitting AIDS through blood and blood 

'1;.CUT11'E SU.c1A1ARY 2 

BPLL0010935_0009 



Intl 
imri 
Alt 
it Is 
hea 
rec 
pot 
rec 
n.t 

~~~• pot 

ucts. fli jrcprnmendeci sa ty. measu.tres, however, vier„ limited In scope. Bxamples 
ide: questions to eliminate high--risk groups such as intravenous dnig users, recent 
igrants from Haiti, and those with early symptoms of AIDS or exposure to patients with. 
$; direct escions *bout hl h-risk cxttal ractices ccgeneflsily not used. They reflected 
:k o consensus a e magnitude o e ttucat, especially among physicians and public 
th offiolals, who had trouble interpreting the unique epidemiological pattern of AIDS. The 
rnrneodadors also reflected uncertainty about the benefits of identifying and dcfvrring 
ntially infectedl blood and plasma donors, treatment of blood products to inactivate viruses,
It'Of products-derived from donors3oaown to have or suspected of having AIDS, and changes 
aitiüxsion. praellb acid blood product usage. The.costs, risks, and benefits of these and other I 
vIx.l• control stratbgies were mwerutin,. * . 

Opportunities to Reformulate Policy 

In the interval between the decisions of early 1983 and the availability of a bloo&.test for 
HI. in 1985, publld health and blood Industry officials became more certain that AIDS was a 
bl od-borne disease as the nt znber of reported cases of AIDS among hemophiliacs and 
trajisfused patients grew. As their knowledge grew, these officials had to decide about recall of 
co laminated blood products and possible implementation of a surrogate test for H1V. Meetings 
of h e FDA's Blood Product Advisory Committee in January, February, July and December 
193 offered major opportunities to discuss, consider, and reconsider the limited tenor of the 

s ire these opportunitits and others to review new evidence and to„ reconsider eatl#er 
;iaions,• b dd, 1j1o1T&es change <cl very little during 19$3. Many offlc isle of the blood 
a}cs, ctu Qlaszna fractionation industry, and the FDA accepted. with little quest'ioti estunates that 

ris)C, of AIDS was lowone in a nlilllon.transfusions"), and they accepted advice that conirbl 
ategics (such as automatic withdrawal of AHF conce  otrain lots containing blood from donors 
;peeled of having AIDS, or a switch from AFIF concentrate to cryopreoipitate in mild or
rderatt: hemophiliacs). would be ineffective, too -costly, or too risky. During this period, there.
;re missed opportunities to learn froiu local attempts to screen potentially infected donors or 
element other control strategies that had been rejecte 2s natton2 policy: —"~ 

Research Activities 

V,rom 1983 through 1985, research on AIDS included epidemiological analysis to understand 
patterns of spread and etiology, the search for methods to control or eliminate the disease, and 
evalvatton of the efficacy of potc-ndal arfety measures such as surrogate tests for the infection. 
Kelaied~e i no  methods to inactivate__hc atitis B virus in AHF concentrate had begun in the 
t970 and came to fruition in the •early 1980s. 

in the early 1980s the CDC-s surveillance program idciiti(led AIDS patients and rapidly 
characterized the disease. Scientists at NIH isolated and characterized HIV in 1984. Viral 
inactivation methgds (or AHP concentrate werC developed is laboratories of the plasma 

1XECUTNE SUMMARY 
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fractionators and the FDA licensed the new processes quickly. Although the pace of viral 
inactivation rcseaxth had been slow, it accelerated in the 1980s largely in response to hepatitis, 
and had Identified effective strategies by 1984. aowov,#z,,,rr$catchinto other potential ways to 
safeguard the blood supply such as the use of surrogate tests was not pursued vlgorouajy and 

ert'"waa_reTativcIy tilk "resesrch~on blood safety, issues per se. 

FINDINGS 
Jfl •

Cit7trlrnLtte flr1[tetl Its appIoach by examilll four topics that are esscu ill components 

Of`it't'&&sd afra~egy oeruuttng the safety of thebtood supply: blood product trvatmcnt; donor 
screening and deferral; regulation of removal of contaminated products from the market; and 
communication to physicians and patients. 

Product Treatment 

Plasma products can be treated by a variety of physical and chemical processes to inactivate 
viruses and thus to produce a product fine from contamination and relatively safe for tmtnsfusion. 
Shortly after the development of the technology to manufacture AHF coneeatrate it was 
recognized that these products carried a substantial risk of transmitting hepatitis B. Although 
some blood derivative products bad been treated with heat to destroy live viruses since the late 
1940x, factor VIII and IX concentrates in the United States were trot subject to viral Inactivation 
procedures until 1983 and 1984. it: this techtwlogy had been developed and introduced before 
1980 to inactivate hepatitis B virus and non-A, non•B hepatitis virus, fewer individuals with 
hemophilic might have been Infected with V. 

Overall, Efts record of the piisn a fracUionators and the PDA with respect to the development'
and implementation of hpai treat s is ni14d, The Committee's analysis focused on whether r. 
the basin knowledge and teehrioiogy for inaceivatipg viruses in AHF concentrate had been -' 
available before 1980 and whether industry had appropriate incetives (from -FDA, NIL.
or others) to develop viral Inactivation procedures, In the Cornmitte:t's judgment, heat treatmen 
processes to prevent the transmission of hepatitis, an advancer that would have prevented many 
cases of AIDS in lndividuals with hemophilia, might have been developed before 1980. For a 
variety 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 plasma fractionation companies to develop heat treatment 
measures earlier. The absence of incentives, as well as the lack of acountervailing_force to 
advocamblood product safety, ~c ontributed to tho lase ma fractionation industry's slow rate of 

r , tss tward Yta di<vetomottt f hearirca .p ogr o t._•__ _____  p,._.__  tcdpru¢ucts. On  plasma fractinnators dcvelope~d 
inactivation methods, however, the FDA moved expeditiously to license them. 

tivr•CUTWE SUMM4RY 
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Donor Screening and Deferral Politics 

The purpose of donor screening and deferral procedures is to minimize the possibility of 
transmitting an infectious agent from a unit of donated blood to the recipient of that unit. as well 
as to insure the welfare of the donor. Donor screening includes the identification of suitable 
donors; the recruitment of donors; and the exclusion of high-risk individuals through hethods 
and procedures used•at the time of donation, such as questionnaires, interviews, medical exams, 
blood: sts,- and 'pttifvlding donors with. the opportunity to self•defer. Donor deferral is the 
temp or 6hi eac'rejection of a donor based on the results of the screening ttteasures. 

18 43anuac .-I98 ;in addition to suggesting that the agent causing AIDS was transmitted 
flinbh t bland ariHiacid products and could bc.sexualty transmitted, the epidemiological 
evidence alto 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 Cornmitt.et found that organizations 

d nor scrcenin measures in different ways at. _lffezt nt dmnes Plaiiii eton 
agencies had begun screening potentia donors and excluding those in any of the known risk 
groups as early as December 1982, and CT)C scientists nuggcsted in January 1983 that blood 
b=ka.dahkewi&e. Alto in January, the blood baking organizations (AABB;-ARC• and CCBC) 
issued .tt.joiuc eta;cmtpt_that recommended the use of donor screening questions to detect early 
symptoms of AIDS or..exposure to AIDS patients. The_atatement, howevern id , tzot i vocate 
dircc l gyee onin donors about _theirs  preferences. Blood banks did institute tome
Scje.niog.„ st 1p c rly 1983, but only a few asked potetutiat donors question about 
homosexual aetivitigs: -At the same time, CDC -scientists also suggested that all blood aria plasma 
col  ltcritic agencies employ an available surrogate test for hepatitis B core antigen (anti.-klBc). 
Most blood and plasma collection agencies rejected this reeomrnendation. Although the precise 
impaci,of these tiiWv acavi`ts 1 ót known, earlier implementation of either probably would have 
rbduoe the number of individualsitzfected with HIV through blood and blood products. In 

March 1983, the HP 5 lssuicd recommettdat[utts that idcnilfiod high-risk individuals for AIDS and 
stated that these individuals should not donate plasrna or blood. 

Based on its review bf the evidence, the Committee found-that decision 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 Cqp.g,ittce
eortcluded that when confronted with a range of options for using donor screening and deferral 
to reduce the ptolbflTiI of spreading HJV through the blood supply, blood bank officials and 
federal author itjCrs crinaisttntly ose.the least ag Tess ve option that was justifiable, in adopting 
i  Ctmited approach, policymakers often passed over options that might have initialty stowed 
the spread of HIV to individuals with hemophilia and other recipients of blood and blood 
products, for example, screening rdalc donors for a history of sexual activity with other males 
and screening donated blood (or the anti-HBc antibody. The Co,?tmittec believes drat it was  '7 
rcasonabi~ tR..fQ,t . t~lo.0_bati}~s_ _lrtlpkment thGs t~!o 5cceentng.procGd.urct-_tnJanuary 19$3 
The fi bA'sy failure to. .,reciuire this is. evidence that the agency did nos_  adequately use its 
reQuTatory authority and therefore missed opportunities to protect the pubttc heath. 

f,YECV7rvt: suMnitt1Y 
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Regulxtitlns and Recall 

The FDA is the prineipsi regulatory agency with authority for blood and blood products, but 
it exercises its authority largely through informal action. 1Zecall--the removal of a product from 
the market—eX~rnplifies the relationship between the FDA's potent formal powers and its 
informal modus operandi. Recall is a voluntary act undertaken by the manufacturer but overseen 
by the FDA, which has the authority to seize or revoke the license of a product. Rgalationoof 
blood and . ,toducts his bSer.generally based on establiaalling a scietittfip coJlS~ttsus.

'Becsivac the FDA`a`'st sources are limited, it relics upon the blood industry and others for 
cooperation. Tha-FDA Blood Products Advisory Comixtitree is a venue for consensus-building 

„abou lood'regulatdry`policy, m an Industry in vihleh firm and product reputation is critical to 
market success, the FDA's collegial approach is usually effective. 

The Comrnittee analyzed the FDA's exercise of its regulatory powers by examining how it 
acted during four critical events: (1) letters issued by the FDA in March 1983 requiring 
particular practices related to donor screening and the segregation of high-risk plasma supplies; 
(2) a July 19$3 decision not to recall plasma products "automatically" whenever they could be, 
linked to individual donors who had been identified as having or ass suspected of having AIDS; 
(3) a decision not to recall notnreated AHF couccrnrate when heat-treated AHF concentrate 
became available in 1983; and (4) a delay of years in the FDA's formal decision to recommend 
traein recipients of transfusions from a donor who was later found to have HIV. For each of 
those, the Committee posed a series of ltypouiases to explain the FDA's actions. These focused 

-_' 

on the reach of the agency's legal powers, the information availabla at the time in rotation to 
relevant public health considerations, the agency's resources, the FDA's institutional culture, ttte t 
econornio costs of particular actions, and the prevailing political climate. _l 

The anal 8 s of these four events led the Cornrnittce to ide cif several w ciesses in the 
FD x 1GGl  rclach to blood sa ety issues. The agency's March •1983 letters may have 
been utbctear Concerning whether all of their redommenda,tious were required to be implemented 
by the addressed. Handling of the case•by-cage recall decision suggested that the agency lacked 
both the capacity to structure its advisory process adequately and to analyze independently the 
recommendations that were made to it. In the Cyrnmiuct's Judgment, these and other events -l/ 

dicate the need for a more, systematic approach to bbaod safety regulation when their is
uneerta,rAy and don cr . to 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 physicians found themselves In a complex 
dilemma about how to reduce the risk of infection. Restricting or abandoning the use of blood 
and blood products could lead Eo increased mortality and morbidity. On the other hand. 
continued use of these products apparently increased the risk of AIDS_ The Committee 
investigated the processes by which physicians and patients obtained information about tht 
epidemic and the Costs, risks, and benefits of tiltit clinical options. 

EXECUTIVE SUMMARY 
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A wide range of ciinkeai options were av*itabie by lace 1982 and Might, in some instances, 
have reduced or ellminatcd dependence on AH? corictntrxte and (hereby reduced the risk of MIV 
transmission. _..o ften happens in times of. intense sctentitla and medical uncertainty such as in 
the early 1980s, iridiyiidoats with'hemolahilia_and~ransftisioct rcci{~iCi1t5 "hail fitde information 
about risks V s, and clinical options for their use of blood And blood products. 
~ ha ramattc successes o trey ent w A concentrate in the 19'f+~s `oVi ee i a context 
In which threshold%, for abandoning or radically restricting the use of these products for 
hidi4i4u'a.ls' with sd'veYi`-E cmophiila were high. Bunt physicians and individuals with hemophilia 
expreBsed rcluct!n e'.'about returning to the era of clinical treatment before the introduction of 

ANP. coaoarttrate;°'&"e tatioual 1~emopbitia founds an NElF acid yhvsicians, in their et;fotr 1 

tb fj'Fd`itie•idghYl a'fatUxs between the risks and i;iBfW of continued use of A} F concentrate,
tended to overweight the well~estsblished benefits ç _Qoncentrat_c and undertstiniate the 
tis  of AIDS, whict~i wc:c 7t  ti artain. 

In addition, the Committee found that pzcvailing assumptions about medically acceptabla1 
risks, especially regarding hepatitis, ltd to complacency and a failure to act upon reports of a 
new infectious risk ,with sufficlent corscetn. Ultimately, assumptions about medical Tiecisiou
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 decisions for themselves. As the potential dimensions of the epidemic amore 
individuals with hemophilia beeame clear, communication between physicians and patients was 
further compromised by physicians' reticence to discuss the dire implications of widespread 
Infection with their patients and famtties. 

Institutional barriers to patient-physiciaci communications and relationships between relevant 
organizations also Impeded the flow of information. if the NII.P had received input from a wider 
group of scientific and medical experts, more explicit and systematic dissemination of a range 
of ctintcal options might well have been ptuiblc,jA ad itiQsi,thG Financial a o er 

: ̀  

ttlationshies between the NHF and the plastria_fract on ;<t;on industry created s conflkct of intent
ce, .,it. ta~i t{•s. n "-4f*A *.^,t---- .— At 7Vwr."e reann»fmpn~aflA7~r 

Ro organizer on steppsd forward to communicate widely the risks of blood tiiifusions to 
potential recipients, Mxtiy blood bank officials during this period publicly denied that AIDS ~! ` 
posed any significant risk to blood recipients. in this context, and because many transfusions 
occurred on an emergency basis, patients were typically not apprised of the growing concerns
about the contamination of the blood supply. For both individuals with hemophilia and recipients 
of blood transfusions, physician concern that their patients might refuse care deemed a "medical 
necessity" further contributed to failures to inform them of the risks. 

CONCLUSIONS 

Decision lYiaking Under Uncertainty 

The events and decisions that the Committee has analyzed unden,corc the difficulty of 
personal and institutional decision making when the }cakes arc high, when knowledge is 
imprecise and incomplete, and whcn decision makers may have personal or insilivtional biases. 
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The Committee attempted' to understa►ttd the comptcxities of the dcclslon-making process during 
this urtctrtiin period- tnd w develop lessons to protect the blood supply in the future. In 
retrospect the system did not deal well with contemporat►eous blood safety issues suz 
hepatitis, and was riotprepared to deal with the far groater challenge of AIDS, 

Although enough tpidemiologicat evidence had emerged by January 1983 to strongly suggest 
that the agent causing A1>~)S was transmitted through blood and blood products and could be 
se}cetally. trattstnittcd to"scxual rsartneta, the magnitudo of the risk for transfusion and blood 
prdtu'r tptrtta bt known at this time. Polleymaker3 quickly developed several clinical 
•arid` gi lit" ittialh' ttCfitaf 'ta' reduce the risk of AIDS transmission. There was, however, 
aubstaittlal ac1e f£tl~tincertainty about the costs and benefits of the available options. The result 
Vras'a pattern of r &iises'whieb, while not in conflict with tho availably scientific information, 
were very cautious and expo d the decision makers and their organizations to a minimum of 
criticism. 

Blood safety is a shored responsibility of many diverse organizations. They include U.S. 
Public Health Service agencies such as the CPC, the FDA, ettd thv NUH, and private-sector 
organiritloss such as commmunity blood banks and the American Kid Cross. blood an plasma 
collection agoneiks, blood product manufacturers, groups liko the National Hemophilia 
Foundation, and others. The problems the Committee found ladieated a failure of leadarshio _ 
and inadtquata instit'.ltional decision tnakin processes in 1983 and 1984. No person or agency 

was able to coordinate all of the organizations sharing the publicpubh health  rtsponib icy for 

Bureaucratic Management of Potential Crises 

Federal tgencie* had the primary responsibility for dealing with the national emergency 
posed by the AIDS epidemic. The Committee scrutinized bureaaucratiC function closely and came 
to the following conclusions about the management of potential crises. 

First, u ess someone from t e top exerts strong a ors p, rt a and competitive concerns 
may inhibit effective action- by ' agencies of the federal government. Similarly, when 
poticymakirtg veeurs against a backdrop of a great deal of scientific uncertainty, bureaucratic 
standard operating procedures designed for routinc circumstances seem to take over unless there 
Is a clear-cut decision-making hierarchy. An effective_kadcrwJjtjpQtc9Ot41nji n 
planning and execution. Focusing efforts and responsiti iciest sat_ ing boss a and agendas, 
and assuming smc.ount bility for ccxgndiciAus t~Rion_c nnot be left to otd1n9ry gtandard operat_i 
ytpcgdres, '>` tese actions are the responsibilities of the highest levels of the bhc health 
establlshmonr_ —~ 

Cored, the FDA attd other a.genetes in the early 19805 tacked a$y_sc~m%LiG appcvac i to 
coti~uctin advlsatjr cvmmiitcc_processcs, Tliase agencies should tell their advisory committees 
what it expects from thorn, keep attention focused on high priority topics, and independently 
evaluate their advice. Because mistakes will always be made and opportunities misscd, 
regulatory structures must organize and manage their advisory hoards to assure herb the reality 
and the continuous appearance of propriety. 
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Third, agencies should no re uR2tt tttc gttities they ra~ulatc for 1lI1YiLof data and
modeling o?` decision  problems. 

Gov agertctas ricer to think far ahead. They must monitor more systematically the 
long-terns outcomes of blood transfusion and blood product infusion to anticipate both new 
technologies and new threats to the safety of the blood supply. The Cortvnittee believes that the 
public Health Service should plan what it will do if there is a threat to the blood supply. It 
should specify actions that will occur once the loyal of concern passes a specified threshold. The 
Conitiiittee favor ; a °eertes of criteria or triggern for taking regulatory or other public health 
actions' which ttib: i sponse is proptmlorul to the magnitude of the risk and the quality of the 
itifotmMlpit etiIwliith the risk estimate is based. Taking on small steps allows for careful. 

.: ieCt~its3deiatlon:,o 'options, particularly as itlformation about uncertain Tigks unfolds. Not all 
triggetiilg events need lead to drasdc action; some may merely require careful reconsideration 
of the options or obtaining stew lnformatinrt. 

RECOMMENDATIONS 
a 

The Cornrrtittee's charge was to learn from the events of the early 1980s to help the nation 
prepare for futrire threats to the blood supply. From the record assembled for this study, the 
Committee iderttifled potential problems with the system its place at that time and has identified 
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 organizElons responsible for blood safety Jf
and the public health more generally will have to evaluate their cttx-rent policies and procedures 
to see if they fully address the issues raised by these recommendations_ 

The 1?ublle Health Service 

Several agencies necessarily play important, often differentiated, roles lift managing a public 
health orisis such as the contamination of blood and blood products by the AIDS virus. The 
National Mood Policy of 1973 charged the Public Health Service (including the CDC, the FDA, 
and the NIH) with responsibility for protecting the nation's blood supply. 

The Committee has come to believe that a failure of leadership 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 threat to the blood supply, the Public Health Service must, as in any 
public health crisis, Insist upon coordinated action. The Secretary of Health and Human 
Services is responsible for all the agencies of the Public I•Icalttt Service,' and therefore the 
Commmittee makes 

ti n tt c 19401 and now. the PI IS agenda: capon co the ASSIStant Secr&tary or )icotth. As this report was being 

written. the Depantnent of Health and Human Services has proposed to climinatc the c 1Gcc of (tic Asststxnt 

Sct.tctuy. so that the PHS agencies wou4d rcpor. directly to the Secretary• 
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R, otnrn 

~T) e7xralt

e Sc etary of Health and Haman Services should desi hate 
Blood 

ia

, a e level of a deputy assistant secretary or higher, to be 
orta e OVCrnment's efforts to maintain the safety of the nation's 

blood ` 

To be effective In coordinating the various agencies of the PHS, the SloOd Safety Director 
should be at tho::•level of a deputy assistant secretary or higher, and should not be a 
rcprt♦Scttiatt a ofan i i lc PHS agency. 

. .Ili ttisid ;tkie"h3story of the contamination of the blood supply with 1flV and the current 
saiye1Uziic:a;'rcgtilatory1 and adm'rnistiative structures for ensuring the safety of our nation's 
blp rtsourccs; oiti~mittce-becazno convittocd that the nation treads a far more responsive 
and integrated prommss to ensure blood safety. To this end, the Committee makes 

Recouunendatlon 2t The PRS should establish a Blood Safety Council to assess 
current and potential future threats to the blood supply, to propose strategies fox 
overcoming these threats, to evaluate the response of the Public Rtalth Servica',to 
these proposals, and to monitor the implementation of these strAte~Ies. The Council 
should report to the Blood Safety Director (see Recommendation 1)4 The Council 
should also serge to Alert scientists about the needs and opportunities for research 
to maximize the safety of blood and blood products. The Blood Safety Council 
should take the lead to ensure the education of public health officials, clitli"fans, 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, 
assessment of risk, and irdtiation of appropriate action both during times of stability and during 
a crisis_ The Council should report to the Blood Safety Director (see ftecommonclrrtion 1). The 
Council would not replace the PHS agencies responsible for blood safety but would complement 
there by providing a forum for them to work together and with private organizations. The PkIS 
agencies .would be represented on the Council. 

The Blood Safety Council should consider the following activities and issues: to deliberate 
the need for a system of active surveillance for adverse reactions in blood recipients; to establish 
a panel of experts to provide information about risks and benefits, alternative options for 
treatment, and recotnn ended best practices (see Recommendation 13); and to investigate 
methods to m%ke blood products safer, such as double inactivation processes and reduction of 
plasm.► pool size. 

When a product or service provided for the public good has inherent risks, the common law 
tort system fails to protect the righttbt interests of patients who suffer harms resulting from the 
use of those products and services, To addhP.ss this deficiency. the Committee makes 
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Recommendation 3- The Federal fjoverumcnt should consider establi,shing a no-fault 
eompensstion $ stem for individuals who suffer adverse consequences from t e use 

of"h oo or blood products.

For such a no-fault system to be effective, standards and procedures would have to be 
determined prospectively to guide its operations. There needs to be an objective, science-based 
proces5•to decide which kinds of adverse outcomes are caused by blood-borne pathogens and 
which individual 'cases of these adverse autcornes deserve compensation. As with vaccines, such 
a sytitdm could h lfiril=i d by a tax or fee paid by all manufacturers ar by the ultimate recipients 

• of blood products _Ho_ wever, had there been a no-fault compensation system to the early 1980s, 
=1t agiifd va'teli6 d much financial hardship suffcicd by matey who became infected with HIV 

through blood and blood products in the United States. The "no-fault" principles outlined in this 
reconunendatlott might serve to guide policymakers as they oonsider whether to implement a 
compensation system for those infected In tho 1980s_ 

The Centers fur Disease Control and Prevention 

• The CDC has an indispensable role in protecting our nation's health: to detect potential 
public health risks and sound the alert. In order to improve CRC's efficacy in this critical role. 
the Committee makes 

Recommendation 4: Other federal agencies mus. understand;- support, and respond 
to the CRC's responsibility to serve as the nation's early warning system for threats 
to the health of the public. 

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

In order to carry out its early warning responsibility effectively, the CDC needs good 
surveillance systems. The Committee, 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 PH S should establish a surveillance system, lodged in the
CDC, that will detect, monitor, and warn of adverse effects in the recipients of 
blood and blood products. 

' One Coramittee member (Martha Derthtek) abstains from this rerornmendation because stet believes 
thrt it fails outside of the Committee's charge. 
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The Food and Drug Administration 

The FDA has legal authority to protect the safety of the nauon's blood supply, and it is the 
lead 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 
decision making and the role of advisory committees in formulating the FDA's response to 

• it~t •th&-Committ `$ judgment a more systematic a roach to blood safe r ialion, one 
~Y: • that; is . batttt =itttl':'tb -conditions of uncertainty. s needed. In particular, the Committee 

p .:. 

rccoti tdinds k; ed,.;Gliapt: t 8) that the PUS dr velop.a series s of Criteria or triggers for taking 
iagtttt►tbryt 'bllc heaffh actions for Wtxicfithe response is proportional to the magnitude 
of the risk and the quality of the informrmntion on which tho i tak estimate t based. In order that 
the perfect not be the enemy of the good, the Committee makes 

Recommendation 6: Where uncertainties or eounteryalltng public health onGerns 
preclude compjetely eliminating potential risks, the FDA Should encouragef and ~'?- 
where necessary require, the blood intittstty to Implement partial solutions that have 
little risk of causing harm. 

• In all flelds, decision making under uncertainty requires an iterative process. As the 
knowledge base for a decision changes, the responsible agency should reexamine the facts and 
be prepared to change its dtcisiott. The agency should also assign specific responsibility for 
monitoring coftdhions and ideiitfying opportunities for change. in order to irnpierneat these 
principles at the FDA, the Committee makes 

Recommendation 7; The FDA should periodically review important decision that 
It remade when it was uncertain about the value of key decision variables. 

Although the FDA has a great deal of regulatory power over the blood products industry, 
the agency appears to regulate by expressing its will in subtle, understated directives. Taking 
this into account, the Ccrnmittec makes 

geconmendation t3: Because regulators resist rely heavily on the performance of 
the industry to accomplish blood safety goals, the FDA must articulate Its rtquesu 

1 or requirements in forms that are understandable and iniplemerttable by regulated 
entities, In particular, when issuing instructions to regulated entities, the FDA 
should specify clearly whether it is demanding specific compliance with legal 
requirements or is merely providing advice for careful consideration, 

In the early 1980'x. the 'FDA appeared too reliant upon analysts provided by industry-based.
members of the Blood Products Advisory Council. Thus the Committee arriv at 

Recommendation 9: The FDA should ensure that the composition of the Blood f 
Products Advisory Committee rcilects a proper balance between members wvho are 
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connected with the blood and blood products industry And tnernbers who are 
independent of Industry. 

An agency that is well-praeuced in orderly decision-making procedures will be able to 
respond to the much greater requlfements of a crisis. This consideration lead; to 

Recorrupndt[oa 10: The FDA should tell its advisory committees what it expects 
trbm them.arid $hould independently evaluate their agendas and their performance. 

Advsor) eon traces provide scientific advice to the FDA, but they do not make rogl:latory 
dtk gi6iu-for •the~fgdfit y. The FDA's lack of indepetrdent information and a i analytic capability 
of its own mum that it had little choice but to incorporate the advice of BPAC into its policy 
to corumendations. To ensue the proper degree of independence between the FDA and the 
BPAC, the Committee makes 

Reeornrnendafon M The PHS should develop reliable sources of the iufortfiation 
that It needs to make decisions about the blood supply. The PHS should have its own 
capacity to analyze this information and to predict the effects of regulatory 
decisions. 

Communication to Physicians and Patients 

One of the crucial elements of the system for collaring blood and distributing blood products 
to patients is the means to convey concern about the risks inherent in blood products. In today's 
practice of medicine, in cortttast to that of the early 1980s, patients and physicians each accept 
a share of tvspotuibility for tasking decisions.

In instances of great uncertainty, it is crucial for patients to bn fully apprised of the full 
range of options available acrd to become active participants in the consideration and evaluation 
of the relative risks and benefits of alternative treatments. To encourage better conununlcation, 
the Committee retakes 

Recommendation 12: When faced with a decision in which all options carry risk, 
especlally if the amount of risk is uncertain, physicians and patients should take 
extra care to discuss a wide range of options. 

Given the inherent risks and uncertainties in all blood products, the public and providers of 
care need expert, unbiased information about the blood supply. This information includes risks 
urtd benefits, altertunives to using blood prnduetx, and tecornmended best practices_ In order to 

provide the public and providers of care with information they need, the Comsrduee nrakes 

Recommendation 13: The- Department of Health and Uuman Services should 
convene a standing expert panel to inform the providers of care and the public abo~it 
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the risks $ssocaated with blood artd blood products, about alternatives to using them, 
and about treatmct that have the support of the scientiflc record. 

One lesson of the AIDS crisis is that a well -established, orderly decision making process 
is important for successfully managing a crisis. This applies as much to clinical decision niaking 
as to the public health decision process addressed by eattior recommendations. As the narrative 
indicates; there are both public health and clinical approaches to reducing the. risk of blood borne 
dldeas s."Tbe Blood Safety Council called for in Recommendation 2 would deal primarily with 

r:. . etsk'asscasriaent ariiiweirdos In the public health domain that would reduce the chance that blood 
prost+ictti' could-be 'Vectors of Infectious agents, The-primary responsibility of the expert panel 
eta trist' tra tius'ca led for in Recommendation 13 would be to provide the clinical information 
that physielaits and their patients need to guide their individual health care choices, To be most 
effective, this panel should be lodged in the Blood Safety Council tree Reeornrnendatton 2) so 
that both bodies can interact and coordinate their activities in order to share lnformatiort about 
etzterging risks Rod clinical options. 

Recommendation 1.4: 'Volutdary organizations that make r-ecomtnemdntions about 
using commercial products roust avoid conflicts of Interest, maintain tndependeat 
judgment, and otherwise act so as to earn the confidence of the prmtlt and patient. 

One of the difficulties with using experts to give advice -is the interconnections that experts 
accumulate during their careers. As a result, an export may have a history of relationships that 
raise conceals about whether he or she can be truly impartial when advising a course of action 
in a complex situation. One way to avoid these risks is to choose some patrclists who ate not 
expert in the subject of the panel's assignment but have a reputation for expertise in evaluating 
evidence, sound clinical judgment, and impartiality. 

Financial Conflicts of interest influence organizations as well as individuals_ The standards 
for ackxrowledginZ, and in saint: cases avoiding, conflicts of interest. axe higher than they were 
12 years age. Pubite health officials, the medical professions, and prlvate organizations rriust 
uphold this new, difficult standard. Failure to do so will threaten the fabric of trust that holds 
our society together_ 
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July 3, 1995 
TO: Trustees 

Media Contacts 
FROM: Jim MacPherson 
SUBJECT: FDA Purges Blood Representatives from its Advisory 

Committee 

FDA Commissioner David Kessler today removed nearly all 
representatives of the blood community from the agency's Blood 
Products Advisory 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 a mit this was a preemptive strike to deflect criticism 
from an Institute of Medicine (1DM) 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. 

a 

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 commercial 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 FUR advisory committee. 

We have been told that replacements for the dismissed members will 
be "scientists, consumers, primary care physicians, ethicists and 
academics." We were also told that the recent BPAC 
recommendations on CJD and HIV antigen testing played no part in 
the Commissioner'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 

B PLL0010935_0022 



of millions of lives were saved by blood transfusion. 
Regrettably, several thousand individuals also became infected 
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 revolve around theoretical risks, or 
those that consume high resources yet have speculative value apd 
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. We will try to keep you informed and 
advise you as best we can. 
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