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Assistant Secretary
for Health

The attached final audit report provides you wth the
opportunity to review and comment on our exam nation of
internal control weaknesses involving a study mandated by the
Nat i onal Chil dhood Vaccine Injury Act (Public Law 99-660),
enact ed Novenber 14, 1986, of the adverse consequences of the
pertussis and rubella vaccines. In accordance with the Act,
the Departnent of Health and Human Services' (HHS), National
Institutes of Health (NIH), entered into an advisory and

assi stance service contract with the National Acadeny of
Science (NAS). Under this contract, the Institute of Medicine
(10OM of the NAS was to performthis study.

Qur review was requested by the Chairman of the Permanent
Subcomm ttee on Investigations, Senate Conmttee on
Governnmental Affairs. he Subcomm ttee Chairman asked the
Ofice of Inspector General (OG to examne a possible
conflict-of-interest situation involving the I1OM commttee
established to conduct the study of pertussis and rubella
vaccines. The Subconm ttee had recelved allegations regarding
two conmittee nenbers' conflicts-of-interest that could
adversely affect the credibility of the study. ©One of these
menbers resigned fromthe commttee prior to our review

W verified the existence of conflicts-of-interest situations
for the two committee menbers. W also found that NIH did not
foll ow Federal regulations to assure the inpartiality and

objectivity of work performed under an advisory and assistance
contract.

In its reply to our draft report, the Public Health Service
(PHS) concurred with our recommendations to eval uate possible
conflicts-of-interest for all commttee nmenbers and determ ne
whet her the work perforned under this contract met Federal
requi rements to assure inpartial and objective advice and
assistance. The PHS al so concurred with our recomendation to
assure that all current and future advisory and assistance
contracts with NAS or IOMrequire it to certify in witing
that its organization has no conflicts-of-interest involving
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PHS contracts and that the contracts shoul d provide renedies
for inadequate certification and the existence of a conflict-
of-interest as determned by the contracting officer.

Ve woul d appreciate being advised within 60 days on the status
of corrective actions taken or planned on each reconmendati on.
If you wish to discuss the issues raised by our review, please
contact me or your staff may contact Daniel W Bl ades,

Assi stant |nspector General for Public Health Service Audits

at (FTS)443-3583.
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Assi stant Secretary
for Health

This final audit report addresses internal control weaknesses
i nvol ving a study mandated by the National Childhood Vaccine
Injury Act, (Public Law 99-660), enacted Novernber 14, 1986, of
t he adverse consequences of the pertussis and rubella

vacci nes. I n accordance with the Act, the Departnent of

Heal th and Human Services' (HHS), National Institutes of
Health (NIH), entered into an advisory and assistance service
contract with the National Acadeny of Science (Nas). Under
this contract, the Institute of Medicine (1OM"i*'s to perform
a literature search and study to determ ne adverse side
effects of the pertussis and rubella vacci nes.

Qur review was requested by the Chairman of the Pernmanent
Subcommittee on Investigations, Senate Commttee on

Gover nnental Affairs. he Subcomm ttee Chairnman asked the
Ofice of Inspector CGeneral (OG to exam ne a possible
conflict-of-interest situation involving the 1OM comittee
established to conduct the study of pertussis and rubella
vacci nes. The Subcomm ttee had received allegations regardi ng
two conmittee nenmbers' conflicts-of-interest that coul
adversely affect the credibility of the study.

W reviewed the docurments | OM used to select menbers of the
conmttee to study pertussis and rubella vaccines. W
verified the existence of conflicts-of-interest situations for
two of the committee menbers. One individual was enployed by
a nonprofit Fund that was fully supported by a pertussis

manuf acturer. Another resigned after IOM |l earned that the
person had made public statenents in a |egal deposition on the
ef fects of pertussis vaccines. The opinion expressed by this
person prejudged the findings of this commttee.

'The IOMis one of three organizations under the o
jurisdiction of the NAS. A significant portion of NAS activities
are perforned under contract with the U S. Governnent and are
conducted by volunteer commttees appointed for their special
expertise in respective areas of study.
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W found that NIH did not follow Federal regulations to assure
the inpartiality and objectivity of work perforned under an
advisory and assistance contract. Specifically, NHdid not
obtain assurances fromthe contractor that conflicts-of-
Interest do not exist.

Al t hough Federal regul ations governing freedom from conflicts-
of-interest were not included in the contract, 1OMis

responsi ble for conpleting an inpartial and og£§§tive st udy.
Accordin% t 0 HHS' fice of General Counsel ( ), this
responsibility continues to be in effect because contractors
nmust conply wth all pertinent rules and regul ations even if
they are not specifically enumerated in the contract. In
addition, the contract included a "Rights in pata" clause to
all ow NIH access to' docunents needed to verify the objectivity
of the study. However, despite NIH's attenpts to obtain
access to these docunents, the |IOM would not provide them
under provisions of this clause.

In a previous OG report, "Departmental Controls Over

bl igations For Advisory and Assistance Services Need to Be
Strengthened,” issued on February 25, 1991, we reported
internal control weaknesses in HHS controls to avoid potenti al
conflicts-of-interest. W recommended that the Departnent
institute a systemto inform contractors and, perhaps,
potential contractors, of possible conflict-of-interest
matters. | n accordance with regulatory requirenents to

hei ghten accountability anmong contractors, we recommended that
contractors certify that they have been apprised of and conply
with guidelines. The HHS generally concurred wth our
recommendati ons and agreed to inplement Federal Acquisition
Regul ations requiring certification for advisory and

assi stance contracts.

On May 10, 1991, we briefed NIH officials about our findings.
The¥ agreed with our finding regarding the appearance of
conflicts-of-interest for the two conmmttee nenbers. They
also agreed that NNIH failed to foll ow Federal regulations to
assure the inpartiality and objectivity of services provided
t hrough advi sory and assistance contracts. In Public Health
Service's (PHS) Cctober 30, 1991 response to our draft report,
it fully agreed with our recommendations and stated that
corrective actions have been taken or are planned for

I npl enent ati on.

BACKGROUND

Qur review was perfornmed in response to a congressi onal
request indicating specific concerns about the appearance of
conflicts-of-interest in a study funded by NIH  Public
correspondence received by the subcommttee indicated that
conflicts-of-interest existed for two commttee nenbers.
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However, one of these nenbers resigned fromthe commttee
prior to our review.

The National Institute of AIIer%y and | nfectious D seases
(NFAID), 1 of 12 institutes within NIH, is responsible for
carrying out the requirements of the "National Chil dhood
Vaccine Injury Act." This Act provides conpensation to the
public for adverse reactions occurring from mandatory vaccine
I mmuni zations given to children. Section 312 of the Act,
mandated a study to determne if adverse reactions occur after
the pertussis and rubella vaccines are admnistered and to
evaluate if these vaccines should be refined or elimnated.

The Act directed NTH to study the pertussis and rubella

vacci nes through an advisory and assistance contract with |OM
The contract, 1 of 10 advisory and assistance contracts
currently being perfornmed for the Public Health Service, was
signed on Septenber 27, 1989. The contract with the NAS calls
for IOMto performa a-year, $580,000 literature search of al
data conpil ed about pertussis and rubella use, for the Furpose
of determining if significant adverse side effects result from
adm nistration of the vaccines. As of May 2, 1991, | OM had
received approximately $475,800 in payment for work perforned.

There are nunerous conflict-of-interest prohibitions that
apply to organi zations or individuals performng advisory and
assi stance contract services.

The OMB Circular A-120, regulating advisory and assistance
service contracts, states that appropriate disclosure be
required of, and warning provisions 1ssued to, consultants and
experts to avoid conflict-of-interest. This Grcular further
requi res agencies, such as NNH, to properly admnister and
nonitor these contracts to ensure that perfornmance is
satisfactory.

The O fice of Federal Procurenent Policy inits Policy
Letter 89-1 defines conflict-of-interest as "that condition or
ci rcunstance wherein a person is unable or is potentially
unabl e to render inpartial assistance or advice to the
government because of other activities or relationships with
ot her persons, or wherein a person has an unfair conpetitive
advantage." According to the Policy Letter, a conflict-of-
interest would occur if the person evaluating a contractor's,
or potential contractor's, products or services, is or was
substantially involved in the devel opnent or marketing of
those products or services. In addition, the Policy Letter
further indicates that responsibility for identifying and
preventing potential conflicts-of-interest in governnent
contracts, rests wth, anong others, the governnent
contracting officer.
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Federal Acquisition Regulations (FAR) require contracting
officers to identify and eval uate potential organizati onal
conflicts-of-interest as early in the acquisition process as
possible: and avoid, neutralize or mtigate significant
potential conflicts before contract award. FAR (48 C.F.R)
Section 9.504. These regulations further direct that, if a
potential conflict exists, contracting officers include an
approved solicitation provision and contract clause in the
contract. FAR (48 CF.R) Section 9.508.

In an effort to detect possible conflicts, the IOMrequires
potential commttee nenbers to submt both a CurriculumVitae
(cv) , and a "Potential Sources of Bias and Conflict of
Interest" statement. These docunents provide the IOMwith the
applicant's enploynent history, as well as their outside
arrangements, agreenents, and investments. Mreover, these
records identify the applicant's qualifications and outside
interests that could conflict or potentially conflict with
work performed for the commttee.

OBJECTI VES, SCOPE, AND METHODALOGY

The objectives of this review were to: (1) deternine if
conflicts-of-interest existed for the two IOM conm ttee
nmenbers that were the focus of alleﬁations received by the
Subcommittee; and (2) evaluate whether NIH net Federa
requirements to assure the receipt of an inpartial and

obj ective product.

To identify the possible existence of conflicts-of-interest,
we exam ned information included in docunents conmttee
menbers were required to submt to IOMduring the application
process and annually thereafter. W also evaluated NIH
contracting procedures by review ng applicabl e Federal
regulations, as well as the contract awarded to IOM In
addition, we interviewed personnel fromNH and the IOMto
gain a perspective on policies and procedures in place to
ensure receipt of an inpartial product. W obtained coments
from OCC regarding our review of the conflicts-of-interest for
the two commttee nenbers that were the focus of allegations
received by the Subcommttee. W performed a l[imted review
of | OM procedures for selecting the study conmttee menbers.
The study was not conpleted during our review Therefore, we
could not examne the study results.

Qur review was conducted between August 1990, and February
1991, at the N H canpus in Bethesda, Maryland and the [OMin
Washington, D.C., in accordance with generally accepted
Governnment auditing standards.
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TWO | oM COVM TTEE MEMBERS HAD CONFLI CTS- OF- | NTEREST

W determned that there were two conflict-of-interest
situations that could adversely affect the pertussis study
findings. One conflict resulted froma commttee nmenber's
recei pt of a 5-year stipend totalling $300,000 from a
nonprofit nmedical research Fund whol Iy suggorted bY a naj or
pertussis manufacturer. The commttee nenper disclosed the
stipend on the bias statement submtted to |OMand, after
reviewing this documentation, |OM concluded that there was no
conflict-of-interest. According to IOM no conflict-of-
interest existed because the stipend fromthe nonprofit Fund
"did not connect" the individual wth the pertussis

manuf acturer.  However, we determined that this Fund, wholly
supported by the pertussis manufacturer, is conposed of
senior-1evel managers enployed by the pertussis nanufacturer
W also found that the Fund is directly involved in selecting
the recipient, and funding that individual's research. The
fact that the study conclusions could have a direct financial
effect on this pertussis manufacturer raises questions about
the commttee nenber's ability to be an inpartial and

obj ective participant. Mreover, even in the absence of any
direct financial link to the outcome of the research, the
commttee nmenber's objectivity could be conprom sed by a sense
of loyalty to the pertussis manufacturer

The second conflict-of-interest was identified bz_outside
sources prior to our review. At IOM's request this commttee
menber resigned after |OM | earned that the person had nade
public statements in a | egal deposition on the effects of
pertussis vaccines. In addition, this conmttee nmenber had
not discl osed these remarks on the required docunentation
submtted for IoM's review

NLIH DI D NOT ENFORCE FEDERAL CONTRACT REGULATI ONS

The NIH did not neet Federal requirenents for assuring the
objectivity and inpartiality of services provided throu?h

advi sory and assistance contracts. Numerous conflict-of-
interest prohibitions apply to organizations or individuals
perform ng advisory and assi stance contracts. For exanple, OVB
G rcular A-120 requires appropriate disclosure and the

I ssuance of warning provisions to contractors to avoid
conflicts-of-interest. The Federal Acquisition Crcular
requires that contractors certify in witing that officers or
enplogees have no information concerning a violation or

possi bl e viol ation of Federal conflict-of-interest _

requi rements. However, N H did not include these requirenents
in the contract with 1OM  Further, a "Rights in Data"™ cl ause
providing access to the contractor's docunments, was included
in the NTH contract. Despite NIH's attenpts to use this
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clause to obtain access to docunents, | OMwould not provide

t hese docunents.

FEDERAL CONFLI CT- OF- | NTEREST REGULATI ONS | N EFFECT EVEN THOUGH
NOT | NCLUDED | N THE CONTRACT

QOm ssion of Federal regulatory requirenments in its contract
governing freedom fromconflicts-of-interest does not dimnish
IoM's responsibility for conpleting a study that results in
impartial and objective study findings. is responsibility
continues to be 1n effect, because contractors nust conply
with all pertinent rules and regul ations regardl ess of whether
they are specifically enunerated in contract documents.

CONCLUSI ONS _ AND  RECOMVENDATI ONS

Public concerns about the existence of conflicts-of-interest
for two commttee menbers appear to be justified. In fact

the selection of two conmttee nenbers who were not inpartia
reflects a weakness in NIH policies and procedures designed to
identify and exclude applicants who had conflicts-of-interest.

The NIH did not include Federal regulatory requirenents
governin? assurances of the inpartiality and o%iectivit% of
work performed in its contract with 1OM In addition, NH
included a contract clause providing access to docunents
submtted to 1OM but was not able to obtain these docunents.
Al t hough Federal regul ations governing freedom from conflicts-
of-interest were not included in the contract, 1OMis

responsi ble for conpleting an inpartial and objective study.

Based on our finding that a conflict-of-interest appears to
exist, N Hneeds to determne if an inpartial, objective
product is bein? provided in accordance wi th Federal _
regulations. |If NH determnes that the conmttee's work did
not result in inpartial study conclusions, N H should take
appropriate actions. These actions may include renoval of
comm ttee nenbers shown to have conflicts-of-interest,
recovery of Federal funds, and any other actions deened
necessary.

We therefore recommend that you direct NIH to:

1. Evaluate possible conflicts-of-interest.,for all |1QOM
comm ttee nenbers and take corrective action including renoval
i f necessary.

2. Determne whether the work performed under this contract
neets Federal requirenments to assure inpartial and objective
advi ce and assistance. If not, NH should take appropriate
corrective action.
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3. Assure that all current and future advisory and assi stance
contracts with NAS or IOMrequires it to certify in witing
that its organi zation has no conflicts-of-interest involving
Public Health Service contracts. The contract should al so
provi de remedi es for inadequate certification and the

exi stence of a conflict-of-interest as determ ned by the
contracting officer.

AGENCY COWENTS AND O G RESPONSE

The PHS, in its Cctober 30, 1991, comments on our draft
report, generally concurred with our recommendations. Its
conplete response is included in its entirety as Appendix Ato

this report and certain responses are paraphrased in this
section.

The PHS concurred with our recommendations to eval uate
possi bl e conflicts-of-interest for all conmttee nmenbers and
det erm ne whet her the work performed under this contract net
Federal requirenents to assure inpartial and objective advice
and assistance. Following oIG's review and briefing of NIH
officials, NH conducted a prelimnary review and concl uded
that al though no actual conflict-of-interest existed, the
appearance of a conflict-of-interest did exist for both
committee nenbers identified by the OG  The NIH took

addi tional actions to ensure inpartialitx and objectivity of
the 1OM commttee process and report by having an outside
expert eval uate whether there were conflicts-of-interest and
bi ases that affected the validity of the study. The expert
found no evidence of any conflict-of-interest, either in_the
report or the processes of the 1OM committee. However, PHS
coments did not indicate if they evaluated conflicts-of-
interest for all 10OM commttee nmenbers as recomended.

The PHS concurred with our recommendation to assure that al
current and future advisory and assistance contracts with NAS
or IOMrequires it to certify in witing that its organization
has no conflicts-of-interest involving PHS contracts and that
the contracting officer should provide renmedies for inadequate
certification and the existence of a conflict-of-interest as
determned by the contracting officer. The NIH nodified the

| OM contract in May 1991 to include a special conflict-of-
interest clause applicable to NAS and IOM In addition, steps
have been taken to ensure that all future advisory and

assi stance contracts follow the Federal regulations

i mpl emented on Cctober 22, 1990 and result in the provision of
inmpartial and objective advice and assistance. Specific

gui dance is also being issued by NNH to address the
contracting officer's responsibility in verification of

conflicts-of-interest in advisory and assistance and ot her
contracts.
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W woul d appreciate being advised within 60 days on the status
of corrective' actions taken or planned on each recommendation
If you wish to discuss these issues further, please contact ne
or your staff may contact Daniel W Bl ades, Assistant

| nspector Ceneral for Public Health Service Audits at
(FTS)443-3583.

Appendi x A
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Appendi x

Public Health Service

A

Memorandum
OCT 30 1994

Assistant Secretary for Health

Office of |Inspector General (01G) Draft Report "Review of
Al'l eged Conflict-of-Interest in Institute of Medicine

Study of
the Adverse Consequences of Pertussis and

Rubel l a Vacci nes”
I nspector General, OS

Attached are the Public Health Service comments on the subject
0IG draft report. W concur with each of the report's
recommendations and our coments delineate the actions we have

taken or plan to :ake? implement them

i . .
O Mddon
mes 0. Mason, MD., Dr.P.H.

At t achment
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PUBLI C HEALTH SERVI CE (pHS) COVMENTS ON THE ofFrICE OF | NSPECTOR
GENERAL {(0IG) DRAFI REPORIT " REVIEW O~ ALLEGED CONFLICT-QF -

General Conments

This report summarizes the 01G's review of alleged conflict-of-
interest in an advisory and assistance contract with the
Institute of Medicine (xoM). The National Institute of Allergy
and I nfectious D seases of the National Institutes of Health
(NIH) entered into this contract on behalf of the Departnent to
fulfill the requirenments of Section 312 of Public Law 99-660.

The contract provided support for 1omM to establish and provide
staff suppoxrt for a commttee of experts to study avail able
evidence gleaned fromscientific literature and expert opinion
about the adverse consequences of pertussis and rubella vaccines.

The report identifies two issues: (1) conflict-of-interest for
two nmenbers of the IoM commttee, and (2) failure of NIH to
follow Federal regulations to ensure inpartiality and objectivity
of work perforned under an advisory and assistance contract.

0IG Recommendati on

W recommend that the Assistant Seexetary fOr Health direct NIH

to:

1. Eval uate possible conflicts-of-interest for all | QM
commttee nmenbers and take corrective action including
renmoval if necessary+

PHS Comment

W agree that even the appearance of conflict-of-interest nust be
avoided for studies with such inportant impact on the public
health of this country. NH has concluded that an appearance of
conflict-of-interest existed in both cases identified by AOG
with the first case being clearly more significant'than the
second. In the first case, a committee nenber failed to report
testinmony given in a deposition that clearly stated his views
about the possibility of adverse reactions associated with the
use of the pertussis vaccine. The situation presented a clear
bias on the part of that individual. This fact was exposed by Z
interested parties outside of the 104 grocess at the first public
neeting of the conmttee in January 1990

The process established by 10oM to safe?uard agai nst conflict-of-

interest failed to detect the potential problem  However, |QOM
verified the charge pronptly, and the expert resigned fromthe

comm ttee innediateky. Since the committee process. had {ust _
begun, N H concluded that the expert's |limted participation did
not bias the work of the commttee. The quick action of IoM and
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the pronpt resignation of the member precluded any real or
perceived bias in the preparation of the report.

In the second case, IOM ruled that the source of a stipend for a
comm ttee nenbers' post-doctoral fellowship, which was reported
to IOM in advance of her aPpointnent to the coomittee, did not
gi ve an appearance of conflict-of-interest, NI was not inforned
of this information at that time. The expert continued to serve
on the commttee, which had al nost conpleted its work by the tine
OG staff briefed Nxu officials on this draft report.

Wien infornation about the potential conflict-of-interest
surfaced, another 10OM review concluded that no appearance or
actual conflict-of-interest existed. Follow ng 0IG’s
investigation and briefing of NNH officials, ~NIH conducted a
prelimhary review, NIH concluded that no actual conflict-of-
|ntﬁrest existed, although the appearance of a conflict did

exi st.

The basis for the charge in the second case rests on the

rel ati onshi p between the expert and the source of her fellowship
stipend. The expert was awarded a post-doctoral fellowship in
phar macoepi dem ol ogy followng a fair and open conpetition. She
was sel ected by an independent panel. of experts organized by a
prof essional society with no ties to the vaccine industry. The
fellowship is funded by a non-profit trust in the United States
(U.S) that is fully supported by a U S. pharmaceutical firm with
no commercial interest in vaccines.

Al though the U S. firmthat funds the foundation is a subsidiary
of a firm in the United Kingdom (U k. ) that fornmerly manufactured
pertussis vaccine, and nost of the board members of the _
foundation are senior scientists and executives of the UK firm
their pertussis vaccine was never |icensed or nmarketed in the

U S. The linkage between the expert and commercial interest in
pertussis vaccine is sufficiently indirect to preclude any actual
conflict-of-interest.

NI H found no plausible direct |ink between the expert and

comercial interests in pertussis-vaccine. The actions of the
expert in the |OM process would not affect her interests or those
of a conpany which could not exert control over her by reason of -
enpl oyment or consulting relationship, However, N H agrees that
there was an appearance of conflict that required an in-depth
investigaticn tO fully conprehend.

NI H took additional actions to ensure the inpartiality and
objectivity of the IOM conmittee process and report. It is
inportant to renmenber that the IOM committee released its report
one nonth before the Inspector General issued his report.
Therefore, N H thought it appropriate to have an outside expert
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review the IOM report andconmmttee process to eval uate whet her
there were conflicts-of-interest and biases that affected the

validity of the study. These actions are described in detail in
the PHS comments section following recommendation nunber 2 bel ow

OIG Recommendatiorn

2. Determine whether the work performed under this contract
meets Federal requirements to assure inpartial and obiective
advi ce and assi stance.

Ofice of Audit Services note -- comments have been del eted
at this point because they pertain to material not includea

in this report.

PHS Conment

W concur. Nl H obtained the services of a promnent expert to
exam ne closely both the 10x process and the commttee's report
for evidence of anvy manifestation of bias. Dr. Martha Yow, a

former editor of The Journal of |Infectious Diseases, was asked to
review the IO0M pre-publication draft of the report and the
processes IOM used to nanage the work of the conmmttee. Dr. Yow
was chosen because she is, a respected infectious disease
physician with no direct ties to IOM |n addition, asan editor
ofa prom nent nedical journal, -she is famliar with potenti al
conflicts-of-interest that energe in peer reviewng and
publishing results of nedical research articles that may have a
significant inpact on pharnmaceutical firmns. Her background in
the field of infectious diseases and her practical experience
with theethical issues raised in this report provide a valuable,
obj ective opinion about the degree to which -the finak-EOM-report
may be biased by any appearance of conflict-of-interest.

Dr.  Yow conpleted her work in August 1991 and found no evidence
of any conflict-of-interest, either in the report or the
processes of the rox commttee.

O G Recommendati on

3. Assure that all current and future advisory and assistance
contracts with NAS or IO¥ requires it to certify in witing .
that its organization has no conflicts-of-interest involving -
PHS contracts. The contract should al so provide renedies
for inadequate certification and the existence of a
cfop_flict-o -interest as determned by the contracting
of ficer.
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PHS Comment

We acknow edge that NIH did riot include the specific Federal
regulations tc ensure inpartiality and objectivity inits
contract with IoM. However, at the time the IOM contract was
awarded {Cctober 25, 1989) the Federal Acquisition Regul ation
Section 9.5, Oganizational and Consultant Conflicts of Interest,
did not require consultant certification under advisory and

assl stance service contracts. The regulations requiring these
certifications were inplenented on Ccfober 22 #99% ol
solicitations issued after the effective date' of the reguYations
were affected by the certification requirenents. Notw thstanding
this, NHnodified the IoMcontract an May 24, 1991, to include a
special conflict-of-interest clause applicable t0 NAS and | OM

In addition, steps have been taken to ensure that all future
advisory and assi stance contracts follow the Federal regul ations
implemented on Qctober 22, 1990, and result in the provision of
impartial and objective advice and assistance. NH jis issuing

NI Hspecific guidance to address the contracting officer's
responsibility in verification of conflicts-of-interest in

advi sory and assistance or other contracts. This action has been
coordinated with the #us O fice of Acquisitions and Grants

Managenent .



