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She was given a code name, “TE3.”

i l,To this day, the federal government won’t say who
she was or what it knows about how she died.

It hasn’t even told her family.

i;KLaura Michalski’s husband, naturally, knew her as
the center of his life.

*They met one night in 1938 at a 15-cent jitterbug

dance He recalls “we floated on that floor as if 1t was -

ours [ thought right then: This girl [ have to marry
& “Y.aura and Aléxander taught-their five chlldren to be
proud Polish Catholics and oversaw their chores in the

famlly s grocery a floor below the1r Ph1ladelphla apart-
men

& ‘Come Christmas and Easter, she would stuff klelbasa ,

for the store and still manage to assemble a lav15h ‘holi-
day spread for her own large family. -
L;‘You could have invited the president,” Alexander
would say.

At suppertime, everyone was expected at the table.
No excuses allowed.
;~She was strict, but spiritual, too. She knitted angels,
crocheted angels collected figurines of angels.

“'By the time Laura Michalski checked into Philadel-

ph1a s Hahnemann University Hospital, she was 64, the

beloved grandmother of 19. Her kidney system was fall-
mg There were gallstones, the pain intense.

1“‘1 can’t find a comfortable place in this bed,” she
would say. “Sometlmes I w1sh to God the angel would
some forme.’

< One morning, “they told me she was going to have _

thls new treatment,” said Alexander.

-1t was June 7, 1988. Around 10:40 a.m., the med1cal.

records show, hospltal workers began mfusmg a solvent

q\

as a gasohne add1t1ve 1nto
Laura M1chalskls abdomen

Hours later, she diedf:j'-

so used

[N

o iy s R

workers

" AN INVESTIGATIVE ANALYSIS

by matching information from 2 an'FDA file to her death

also used ag§ a gasohne add1t1ve mto LaurzJ M1chalskhs
abdomen. A pioneering radlologlst Dr Steven K#Te™
plick, beheved the solvent methyl tertlary butyl ether

sicians at the Mayo Chmc arnid. 1n Germany
ducted s1m11ar experlments1 r’ 3 ';~, S
The idea was ‘that MTBE would help panents 1av
surgery. Researchers had to' conwnce‘ the federal';‘
t’ Yert

beats per, mmute Her blood pressure “fell.’ “Her: flnger-
nalls began turnmg blue: After she was rushed to mten-

Laura Mlchalslu was pronounced dead. g

“When all my kids got tt s stlll crymg,” _Alex-1
ander said.’ “This was’ my lo iy .friend. We're to-
gether 47 years. I'd hopedto od for 50. ... Then, sud-;
denly — after it seemed like theretwas gomg to be no,
problem — she S ‘not there'

Listed on her death certlﬁcate as’ contrlbutmg causes:
heart arrest, aspiration of body flliids and a dlsease of
the gallbladder known as cholang1t15

The Plain Dealer ideritified Latra Michalski as TE3

certificate. The documents matched on'time, place and
cause of death :

- SEE CONSENT/ 14-A
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CONSENT FROM 1-A,

- discomforts,” the FDA found.

“We were never told it was '
[after] an experiment We had no
idea what was going on,” or what
the federal government -eventu- .
ally learned -about . the clinical
trial, said Michalski’s daughter,
Bemadette McCloskey. .

"A year later, inspectors from
the FDA happened to be conduct-’
ing “a routine audit when they
found out about TE3 — as well as
TE4, TE7, TES, TE10,- TEll,
TElS TE19 TE21 andTEZS

Both before and after Michal-
ski’s .death, nine of 29 patients [
suffered “adverse effects ... in
close proximity” to infusions.

The forms had stated “the drug
will probably be effective.” Con-
sent forms “failed to adequately
address the foreseeable risks and

‘Teplick said he had obtained
consent from every patient and
did not believe that any harmful
side effects were caused by
MTBE. '

The FDA halted further re-
search “due to unreasonable and
significant risk to human sub-.

jects.”
It was hardly the first time the
government had made such a dis-

. covery.

And after the fact.

On the frontiers of medical sci-

ence, for the greater good of soci-
ety, well- -meaning doctors some-
times ‘employ an ounce = of
salesmanship for a pound of cure.

Since 1977, the FDA has con-
ducted 4,154 inspections of re-

searchers testing new drugs on -

people. More than half the re-

" searchers, 53 percent, were cited

by FDA inspectors for failing to
clearly disclose the experimental
nature of their work, a Plain
Dealer analysis shows.’
~ The risks, alternatives or un-
certainties were obscured or in-
completely explained.

In 46 clinical trials, drugs were

tested on people w1thout written

- evidence they had consented. The

‘records are key safeguards re--

- quired by law, signed receipts

. possible,’

: patient consent documents +from
'ment research projects. The' ex-

“ they are more commonly known
“in scientific circles, are research

-fact that mnéarly- -‘half , of iall" in-
‘spected research 18" conducted

" The. analysis}

-"of the FDA files?

is . | strikingly}

. 51milar to what!

a White House‘
adVisory com-
mittee - discov-
‘ered in 1995 when it examined

more ‘than’ 100 ongomg govem-

periments ‘or clinical trials as |

studies designed to evaluate the
safety .and effectiveness of new
treatments.” -

" “Some consent forms currently
in use are flawed in morally sig-
nificant respects,. not merely be-
cause they are’ difficult to read
but because they are uninforma-
tive or even misleading,” the Ad-:
visory Committee on Human Ra-
diation Experiments concluded. -

Asked about the FDA’s i 1nspec-
tion reports, Mary Pendergast
the FDA’s associate . commis-.
Sioner said sh& considered them

“representative ' ‘of+ biomedical
clinical research as awhole.” .

Many experiments.‘do occur
with appropriate. safeguards. The

without deficienties in informed
consent suggests that follow1ng
proper procedures is hardly im-

Ruth Macklin bioethics profes-
sor at Albert Einstein College of.
Medicine in New York, said even;
complex human’ research could
be conducted in an ethically re-

r“-—-rr

.
sponSible manner The challenge
isto determirie needed changes to
ensure that clinical trials are “in
accord. with “the* highest stan-
dards,” she’ added: .

Each year, government and in-
‘dustry spend at least $20 billion
financing research on hundreds
of thousands of human beings, yet
the government discloses surpris-
ingly little about those people, the
risks they face; ‘the injuries they
endure or the benefits tothem.’

“Most people. don’t understand
they’re in clinical research. They

showing patients agreed to roll’| (hink it's therapy,” said Case
the dice with their health. . Western Reserve University bioe-
Altogether, at least 1,000 men, * thicist Thomas Murray, ap-
women and children were partici- pointed ‘this year to a new Na-
pants in the 46 pharmaceutical ‘ tional Bioethics . . Advisory
studies questioned by the FDA. | commission..- +. %7 < o
The experiments, in 23 states,
were spon- > Sl i
sored by fed_ — Z
eral agencies : o : .
~and drug com- ‘They told me she was E g
panies. - ®) o
gomg to have this new 8 >
_.treatment. i s
ALEXANDER MlCHALSKl husband of woman",] I
whodied : . i :! n g;

. ernment research.

_ment is more aggressive about
-are real people our fellow Ameri-

-they — and all human subJects —

. was necessary.
-*. The. FDA s Pendergast said it

How many experiments are
there? How many people take
part? At best, the experts can haz-
ard little more than wild guesses. -

Asked how many clinical trials
take - place, - senior ‘FDA official
Paul Goebel Jr. replied with an
ancient riddle. It has i no ariswer.
.. “How many angels can dance on

_ ‘the head ofa pin?” ~ :

What the ‘government lacks in
hard data about humans,.it more
than makes up for with volumes
of statistics about laboratory ani-
mals. Wonder how many guinea |
pigs were used in .U.S. research?
‘The - Agriculture . Department
‘knows: 333,379. How many ham-
stersin Ohio7 2,782.

“There are more inspections
for laboratory ‘animals carried
out by the Department of Agricul-
ture than there are for human
subjects carried out by the entire
Department of Health and Hu-
man Services,” observed Charles|
McCarthy, a consultant on ‘the|
- use'of laboratory animals and un-
til 1992 director of a federal office

meant to safeguard people in gov-

His successor, Gary B. Ellis, a
UniverSity Heights native, is the
first to acknowledge the govern-

protecting laboratory animals
than humans. “Research subjects

cans. But in 1996, we do not have
the tools necessary to ensure that

are protected.” -

Only this-month, the FDA for
the - first time required consent |
forms to be dated in response to

problems

verifying that_
informed -con-
sent was ob-

tained” . before
clinical ~ trialsi

‘started

Just one of’
the - clinical
trials - the’
FDA files .ob-
tained under

the Freedom of Information “Act,’
involved at least 500 adults and
children at a Miami Beach hospi-
tal who were injected with a radi-

oactive dye w1thout their'| perrnis- '
_sion.

Researchers acknowledged to
the FDA they didn’t think consent

was..a  “‘company-to-researcher
miscommunication.. We got
strong assurances and ‘mea cul-

pas’. from the researchers that
they recognized the problem and
that they wouldn’tdo it again.”

The experiment took place at

) 'Mt Sinai Medical - Center be-
_ tween 1980 and 1982.



,AIh_e : lnvestlgatlonal drug,
known as_pipida, was mixed with

a radloactlve tracer and 1mected

Dr Wllham M. Smoak; who
worked on the team studylng pi-.
plda said he. knows of no one
harmed by the drug.’ :

Earher tests “convinced us it
was a safe material, and then we
were just doing tests adding vol-
ume [numbers of patients], look-
ing for more unusual side effects.
What are,you supposed to tell
people about hazards if you don’t
know any: ‘for sure”’ Smoak said.

- “Juvemles as young as 1S years
“of age, recelved "injections and
there was no. 1nformed consent;”’
an. FDA’;: ;supérvisor,  Mélvin Zy-'
-mash, notedm an internal report -

. -As for the: men, women "and
chlldrén who recelved the m_]ec-

T

of . our ’tlme' The U.S," Public.
Héalth: Serv1ce wanted to find out
swhat’ happened to men with’ syph-
ilis.'So, startmg in 1932 ‘the" gOV-.
ernment dlagnosed more than 400
"black ‘mén ‘with the: dlsease but
'dldn’t tell thém. i
¥ ItJust observedthem "N
0 Whlle dlstmgmshed sc1entlsts
collected data, at least 28 men
d1ed e e
~Wher'the world learned about'
.Tuskegee m ‘1972, the’ outrage
trlggered new rules ‘Explicit in-
formed *’consent ~was . required.

and eroded the first principle of
_-dn ‘ethics code enacted by -The’

K !CWRU s * Murray, !

Ethics’ comm1ttees had to weigh"

.predlctable nsks agalnst ant1c1-
_ypated beneflts S

_ Today,nevery human subJect is
supposed to understand hazards
uncertamtles and ..— .even- 1f
chances '6f phys1cal harm are re-
mote — be abletosayno.” -

"As Yale University . Professor
J ay Katz swho served on the advi-
sory commxttee ‘that; examined
the Tuskegee experlment 22
years ago puts it: “Research is a
voyage into the unknown.” * *~

- Last month for the first tlme
the FDA relaxed the nation’ s in-
formed consent rules. In an emer-
gency, medical researchers can |
‘administer experimental’ drugs
without ‘a patient’s permission.:
The: patiént, must be 1nsens1ble
relatives unavallable and the con _j

O PR PRt 1Y RN TS U O

el

i It was ‘a sea- change in pollcy

Amerlcan Medical Association on_.
- Déc. 11, "1946: “The' voluntary”

- consent of the perso'n on, whom

the experlment is to be per-'
formed must be’ obtamed ” The "

" code of ethics was developed for

. prosecutors . at the Nuremberg

medical trial in"Germany’ at the °
. énd of World War II. It evolved :

- into a system of rules, laws and ..

international - standards govern-
ing informed consent.

*Before a ‘drug can be tested on
people it must be tested on ani-

,mals."If the: animal studies go -

well, the sponsor usually a drug

company Or government agency, -
- asks 'the FDA for permlssmn to
begin a clinical trial of the ‘inves-
" tigational new drug.”-: - ri

. The experiment, normally in

three ‘phases, -each involving ‘a -

*larger riumber ,of people, is.in-
' tended: to answer: ‘What happens
. to the body? What is the best .
“vdose?. What side effects surface7
‘How does the. drug compare to
_'those alreadyapproved? o

"Only one iri five mvestlgatlonal

','drugs makes.it to market. . - @

Thus test ‘subjects are cr1t1cal -
. to medlcal advances.

. That pressure to recrult says
may ‘tempt
' some researchers. to camouflage
‘risks and uncertamtles :

v Mary Poppms would Ihave
called ita spoonful of sugar

- In 1992 "nearly 16,000 women

. "'across the United States and Can- o
,';ada were being asked to ‘take part -
.Jin a test of a synthetlc hormone”:-

';.',called tamoxifen. The National

“Cancer Institute wanted to learn:

_if the drug could prevent breast
_'cancer in healthy women.

A varlety of consent forms were
: prepared "Some stated the pill
had been approved by the FDA; it
. was, but only as a follow-up ther-

apy f for women already dlagnosed :

'.w1th breast cancer,

. Some consent forms said noth-.
‘ing about lab m1ce on tamoxifen

}developmghvercancer PR

“The :FDA’s : Goebel found an--
_ other ‘problem: It wasn’t.clear in .
. every consent form that the drug

was being’ tested for safe

g “The ‘toxicities aré nummlzed:‘-..

and - the positive beneﬁts ‘em-’

‘Phasized, resulting in: undue in- .

fliience being placed on women to

" the FDA., 5

..—are dlstmbuted only among ant
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enter the trlal " an 1nternal memo
said. “Use of the word ‘therapy to
describe this study i 1s inappropri-
ate, ‘as it 1mphes treafment: of éa
d1sease ratherithan the condtct of
well-controlled reséarch.” -3
Contemporary experiments on
" people for the pharmaceutical i in-,
dustry are more shrouded in se:
crecy than the radlatlon studles
of the Cold War.
The existence of a chmcal trlal
mvolvmg an 1nvest1gat10nal drug,
and the identity ‘of the sponsor,
“is confldentlal ‘commercial in-
formatxon sa1d Pendergast. ¢
-The. i names of errant: research-
ers too,” areclosely *held. JxThey
rarely face severe consequences. «
Neglectlng to fully inform test’.
. i 10, disclgs

_ permission ‘from “ethics comrrut-;
" tees of théir peers ‘Faking datal
“In- éach “instance, wrltten’ crit-:
. icism and a letter usually sat1sf1es
BUEY CaelT Ng -
-Those™ who face:-the harshesu‘tl
.penalty; - hav1ng their. -names
"added to’a’list: of 82. researchers
- barred from obtalmng 1nvest1ga-
tional new, drugs need havée llttle
fear of bemg found'.out by peers:
or patientsi-.. ... X
Names of “Dlsquahfled Investl-
gators —ithe FDA’s “blackllst’,’1

. inner c1rcle of : agency burea
. crats. .. i
JAS Bernadette McCloskey.stud..
1ed the -47- -page FDA-file jon ‘the)
Phlladelphla ,expenment proﬁ‘
vided to her by The. Plain Dealer.v
© for the first t1me last summer she,
“turfied the pages slowly. ™ ¥ " 5%
‘Whatever,emotions ‘she’ felt _he
- tried to keep to hérself: Only for
" the briefest: moment did her. fore-
head Wl'lﬂkle,f ch1n quiver; eyes
water. - % A e
- She fought for composure la-
. boring to"absorb this new p1cture
- of her mother’s last liotirs.~ -
“We had 7 no “idea,” McCloskey
said “No“oné*has*ever "told -us.
anythmg It’s certainly” upsettmg
to find out there’s somethmg we |
werenttold”h Lo TE e i
Six years after her mother was.
‘buried in Philadelphia’s. Holy’ Re:
. deemer ' Cemetery, ; the - agency
#disqualified” Teplick’ from con=
. diicting-clinical trials: w1th mves-

tlgatlonal new drug CONSENTI 15 A

i ju "r1es Fallmg 'to. ge ‘

= ——
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THE PLAIN DEALE

Researchers face

.- few penalties f
for the1r €ITors
CONSENT

FDA Commlssmner David A
Kessler signed the formal notice:

FROM 14-A' :

“You have repeatedly and delib- "
erately failed to comply with the .
regulatory reqmrements regard—_.

ing investigational new drugs,”

Kessler wrote: Bésides “failing to L
document 1nformed consent » he .

noted Teplick -had not- reported
adverse effects “probably caused
by” the 1nvest1gat1onal drug. -

".Tepllck now 6n'the faculty of-

in- Mobilé; sa1d he ‘never saw
Kessler’s order ‘nor had the op-’
portunity to challenge it Every,
patient consented, he said, and
MTBE caused no harmful effects

w McCloskey, .the adnun1stratr1x-

of her mother s estate, has hired a,
m September flled a

v

lawyer Wwho

malpractlce lawsuit jn’ the Court,

of Common Pleas‘in Phlladelphla ..

County agaJn
" doi

prellmmary rul-

procedures' “The’ adrrunlstratlon
of @ therapeutlc drug xs not a sur-v

\Alabama granted hlm_ a med-
1cal hcense _m 19_94 asa ‘fdlstln-

PHOTOCOPY
PRESERVATION

the Un1versxty of South Alabamar K

“the’ hospital and -

Jl ,
-consent‘*onlyrappl S to surg1cal-

- MIKE LEVY | PLAIN DEALER PHOTOGRAPHER

Roger Bull Sr. is one of Dr Chavonee Aroonsakuls patxents o

guis.hed profeSsor’ ‘after. peers

_from around the country wrote

letters of praise. “Conscientious,
honest and thoughtful physician,”
one Wisconsin professor, wrote
“Well- respected R, o
“It’s amazing that .the - FDA,

“with all the expertise at its finger- -
tips, can’t ‘tell the state, what it -

finds . out” about:,a researchei‘

said John M. Goldberg, a lawyer W
with the Illinois Department ‘of
_ “heimeér'sidisease — and t
"learned of FDA action against a -
.doctor while Illinois prepared its

Professional . - Regulation.- -. He

license revocation case against
her. . -

The Illinois doctor, Chavonee
Aroonsakul, .had been repri-

'manded by Kessler for “repeat- -

edly and dellberately” failing to
comply with the" régulations.
“You failed to.obtain informed
consent " Kessler stated when he-
-placed; _her on the “blackllst” in
1991 o

_ald _the charges Were:
nd iunfounded” and-that
Vs got consent from her

S5 She jsays her only goal

government had consplred 1 stop
her L Lh_
.“The FDA d1dn t want to ‘tell us
anything,” said" Goldberg. “Who
-are’ they trying to protect? The
doctor? Some drug company7 The
system is nuts
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' Deficiencies ‘include inadequate consent or no
-,'.'_record oi consent Based on Plaln Dea|er analy:
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- 1tes pohcy for.
t sﬂence -'on__deaths

ipy,” greed the N CI researcher :
FThere was more. ., ® -

lcancer patlents d1ed in
i Baltlmore ’ expenment

ﬁDrug “related,” the “researcher .
1oted about patlents 52: -54- 04 and

PN Al R

1¢They told us he dled of pneu-;;
_ K'

bl 3 _
a"Eipl They} should have told me:

i

£ It Totifies the researcher It no-
t‘1es ‘the sponsor. But.it seldom
1ot1f1es “third partles

; 1nclud-

'DA' Assoc1ate Commlssmner
vIary Pendergast said the agency
mght rethink its. policies. . .

"‘Is there an automatlc feed-

.’
|
]
K

o‘patlents ‘or their ‘fam111es7 It’s
ertalnly worth thmkmg about "
hé said:- : .

l

from its general counsel that goes

‘Koontz was a 50- year -old|
elecmcmn ‘who, smoked more
than a pack of cigarettes a day. ‘
He . died :in June 1977, four
months after be1ng d1agnosed
with lung cancér and two months
after f1rst recewmg the test drug

The Plain’ Dealer was “able to-
ldentlfy Koontz - by matchmg ‘his
Maryland death. certlflcate to one
in the FDA file The fannly was

—contacted for tl’lIS story

There were 39 patients: in the
clln1cal trial. A nurse could find-
consent forms for only 24.

‘One of those who consented
was Koontz, his widow said. “I
told him they were using him as a
guinea p1g He said if he could
help someone else, he was willing
togo through withit.” .

i Alan Lisook, whose FDA divi-
sion of scientific investigations
complled a thick file on the Balti-
more experiment, said the agency
Keeps quiet under a legal opinion

back to the late 1970s.

<‘The FDA is only allowed to no-
tify those with a direct interest in
th_e drug of inspection results.

“.Other 'agencies name names. |

| The Nuclear Regulatory Commis.—_‘

‘sion discloses problems.iin. nu-r
.clear powér plants. . The :Federal
Av1at10n Admmlstratlon supplles
1dent1t1es of - airlines: in -near-
_misses. The ‘Environmental Pro-
- tection’ Agency must pubhcxze ther
worst air polluters. |

Outside the research realm, the’

- FDA rarely misses a chance to in- |

" form the public about a regula-

tory crackdown. Its 44-member!

. public relations unit stands ready
to spread almost all the news.

In one month, the FDA an-
-nounced that frozen fish fillets
stored in a Massachusetts ware-
house had to be destroyed. In-
_-spector_s found them mislabeled:
haddock was packaged as pollock.

Soviet-made night vision binoc-
‘ulars bound for American bird-
watchers were snared by Cus-
toms agents at the FDA'’s request;

‘it feared possible laser radiation.

~In fact, there were five pages of
such “Investigators Reports” in
the agency’s April 1995 monthly
news magazine.

- But not a word about a North
-Carolina. doctor, Paul W. Boyles,

who was disqualified from receiv-

ing .investigational new drugs.:
- The FDA said he falsified ethics

committee letters allowing him to

. try the drugs on people, some of ;
“whom “did not meet inclusionary
criteria” — pre-existing . condi-

tions should have kept them out

of the test.

_tainly+suffered the max1mum ha-

" A very minor $anction; a sanctlon
.- that’s rarely nnposed Such a sys-

: leans Parish prison system'were

Boyles responded to the FDA'

“In this country, one is con51d‘

which they have not don:e.’_’. o
Inspector Barbara M. Frazier,

- thought that- signatures .on con-

sent forms didn't: match those on
other records. One’ name was mis-
spelled. Fra21er suspected forger-

ies. -

Her susp1cmns were never
tested because’ FDA hlgher ups

_said.the agency couldn’t, afford a

handwriting expert. ' PR
“The FDA can say whateverl

prison hysman' “I have ‘cer- .
rassment they can’ glve you.- You
have the whole story r1ght there v

Nothing in the FDA’s files ob-
tained by The Plain Dealer sug-
gests Boyles’ 'patiénts’ or theéir
families were- told; of the FDAs
findings.’

“The sanctions" ‘are weak” in
the United States, :sald Frank
‘Wells, the recently retlred med-
ical d1rector of .the Assocranon of

the .British Pharmaceutlcal In—
dustry. “Just to. dlsbar atperson
from doing research, what s that? |

tem is really wantlng 5

; ! ;
But if doctors can dodge pubhc-
ity or penalty, drug ? compames.

tect test subJects e
In September. 1983,\Lou151ana
researcher Henry-‘hW Jolly &

prisonersin a Lou1s1ana ]ml with-
out written ev1dence 99 of1126 in-

Officials respons1ble for the Or-

“unaware of the- performance of
an mvestlgatlonal drug’ studylat
the prison,” the FDA sa1d in’

internal report. & 4 s
“l don’t remember .a damn

. thing about it. I didn’t know they

were doing anything,” said Sher-
iff Charles G. Foti. “We never
have allowed [doctors] to do any
kind of experimentation on prls-
oners.’

FDA official Frances C. Kelsey

- notified the company ‘it would
have to find data from other re-

5
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As for Jolly, he “w1ll remain €li-

zible to perform investigational =

new, drug studies,” the FDA de-
zided, because two other expen—

ments conducted : by him - were.

relatlvely free of def1c1enc1

*'His name would not appea on'

the blackhst

AT olly, who lives i m Ba on Rouge
retlred from medlcme in: 1992A
woman who answered the phon

at Jolly s home said he was too il

to be mtemewed_

ch1atr1c problems it turhed tq the .
med1cal dlrector of ) Chest  Pa;

lmpalred hearmg

" The patients’ “ablhty to exer-
cise fully their power of choice is.
questlonable ” state health Offl
c1als noted. "~ - . . s

~'Permission to expenment on
Patient 33 was given by a soii’
himself committed to a mental'in-
stitution, an FDA mspector re-
ported. -

Thlrteen patlents dled elght re- -

" A for Morns the FDA 0]
- cluded he-had “repeatedly or de-
liberately. violated - regulatlons

pertammg to the proper conduct‘

" Some patlents allments should
" have excluded them from the ex-

2 Kelsey offered to close the case
should you prov1de S w1th ade-

g CIN P Y

ac
: leamed my "lesson

erlment accurate case h1stor1es'-.

_f CONSENT FORMS FOR

FEDERAL RESEARCH

What eventually stnpped the
. Chester Extended Care Center of
-jts license Was fiot Tesearch or the
-.question of 1nformed consent but
‘the sort-of -issues 'states ' usually
. .focus on: urine ‘ bags © being
changed at the dining table, un-

~ “authorized physical restraint of

: patients,_po_or o_ralhygiene.
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CHUCK CROWIPLA]N DEALER PHOTOGRAPHER R o L R
R FDA 1nspectors questloned why there was no written ev1dence people consented toﬁ;
‘be part of a clinical trial at the Mt Smal Medlcal Center in Mlaml Beach P ‘*::

' Hahnemann Un1ver51ty Hospital in Phlladelphla was the:site of a. ploneenng '
radiologist's research using a solvent to dlssolve gallstones - o
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K : € experlmental. ti
, 3T 3 : off a’lot: of people ?“sdid*Tim'Yellowth
SN L 1: tribe’s health dlrector 'in -Fort’ Yates N D

What sééhé'en"s".: mother;;.'- didn‘j
a .hat the-“Hepatlt 'é_*VaccmeIPre

THE,PLAIN D




3, b Yet ‘President Chntons
. Yet - Américan; test’:subjects: 5q éommxttee

= ;have been kept in the dark'oronly} ﬂ
Whlle ‘the vacc1ne was'eventu—:_- partially informed.in 63 percené 2:.?&1 v Experunentsalalso unc
-ally deterrmned to ‘be’safe, Yellow.: of all medical research that ‘The: éxamples of researc
said, thé uproar. ‘has’ barely sub:! Plain- Dealer, could identify :as ting “"Americans.
“sided‘on"the reservation,: wheré: : government- sponsored from 1977 oys: ‘concems fo
“many?raise buffalo‘and:cattlé) a - through 11995:: The rieWspaper’s: ~‘¢onsént,’” the comrmtte réported>
few miles south of Genx George? :analysis iwas- based oninternal 700. pages; deep w1thi :
Custer’s . old 7th Cavalry hea : zFDA mspectmn..vrecordsiobtamed 5 S
quarters . LY 3 : al.Freed mof |
“What * happened at- Standlng',
-Rock is not an isolated, 1nc1dent ; ' -'é,aid : Human subJect protectlons
” ‘Decades after notorious SYPhl' fsometlmes th were. mxssmg al-- “Inay ;bé more_éffective iin ‘radia”
lis experiments on‘blacks-at Tus% | together. Such™forms * afe”"HKe - tjon research than.elsewherex,—
kegee, Ala., and radiation studies’ (signed receipts,-trucial evidence in’ other words, patients could be -
on civilians during the’ Cold; War, | ts.Were .given’ ll-the | § oré ‘at risk nowadays in nionra-
the .government is. sHILin the’ 1nformat10n to whxch the b
business of .conducting and: payf entltled
-ing-for. medlcal tests. on unwary-
_Amencans g -
JIn" fact, .a ‘computer. analysxs s
shows: thatin medlcal research; | : FDA reCOI‘dS ShOW that consent‘ i1ig to, compensate some of
the - pharmaceutical industry, 1s' forms wereadequate’ il 37 per ‘the; paﬁents who*‘had been! ex-
not- the; most hkely abuser ofba51c | cent -of. clinical "trials"at federal S 4 ;
humantights. = <« research .Sites, -such .as, Veterans
Itisthe U.S; government hospltals and, the Natlonal Ins
Researchers worklng for. the‘ tutes iof'; Health Others SUCh as reat "'ent ,you are
'gover' ment have camouﬂaged pI'lV te research contractors Wl"lOI = derg ‘In t00 many cases R
the truth They haVe Omltted Vltal ‘ teSt drUgs fOI' the pharmaceutlcal ‘formed Consent~, was ‘;Wlthheld
information; about risks They . -industry, gave full“disclosiire ~in, ; the-president ‘declared. “The. dé_ g
have:; failed ‘to.. properly’: obtam 50 percent.of their éxperiments .ception. extended beyond the’ test"
‘permission ‘before ‘testing -unap:. University and hospital research; subjects themselves!ito rendom-+
FI’OVEd drugs Wlth uncertam (‘lfi ers were Only Shghtly be_tter than Y SS thelr famlhes and the Am T-
ects. - * .
Even with prescr1pt10n rugs, . 3
whose effects are-largely known; ek S“bJECtS 42 2pérce tof the t1me :
doctors are expected to’ dlsclose. - 3 one: principle firmly -
the pros and cons and allow, pa established,” saJd Case ‘Western ™ ;
tients a free choice. For experi-. ,Reserve’ Umvers‘xty "bioethicist i
mental ‘drugs-and vaccines, fed:- Thomas Mun'ay,‘l it's that you dof
eral law and professmnal med1cal :
ethics compel doctors to disclose
what they know — and don’t '
know

agr €

ust ‘. last’ ymonth,-5 €. govern—.
aid $4:8. m11110 10712 vig-”

& the N g
wrong;”\ Clmton saJd, Lwe. have a
-fnoral respon51b1hty toadmit it.’t
{ Although the coinmittee said 1ts
ther;’dxscovenes “inYolving -non:
ati on research were “fmdm ‘
Jcannot belit

ple ]ust because a“ research pro;
ET - ect s, 1mportant Some ’*ethlc
: bEDEflt Because “you; may € | guestions:are> ‘tough’ That ori€’s'a; 1 el
" doing harm; you don’t Kitow What - slam:dunk:-It'§ a'short step’from™ tionsofe

‘the risks might be. ‘Because. thl | withholding :3-information™” fro s

_not; veterinary - medicine;"this"is »suhjects towh happened atrTu
another human being,” sald Dr ; Ay

Bernadine ‘Healy,- 'dean. of "the
Ohio . State, University medical’
school and former;director of the_
National Institutes of Health. t'

“In" an expenmental trial; you
- don’t, have the --ariswers; that’ s_
~why you're doing an expenment' '

;-,shlpped toa
aler’s? analy51s "land:*',flled and forgotten Some
arallels barely noted discoveries i irecords were opened by National
I by‘a 1994 pres1dent1al adwsory.‘Arc ~The™ __laln..;
I committee.”. That - committée’s -Dealers G
~central focus was. the :Cold War “Human SUbJeCtS ".as SClentlStS

;y pen 5d- from sthe

_ : 9 ncle's the .vulnerable ‘the medlcally de=
So you have the helghtened Obll- g sponsored 4 000 radlatlon experi pendent They ‘include .:formér
gatior to tell the’ patient — sorne”  ‘ments mvolvmg tens ofthousands soldj€rs lat ‘hospitals’ of - the De

one who trusts you' with thelr. i of subjects, many of whom had no' part:ment ofVeterans Affalrs o

most precious possession, their - knowledge they were: testcases:
life and well- belng — you don t;, ’

know the answers.’
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~They. include the Lakota people
‘the’ Dakotas, where. parents |
ike ‘Ella:Mae_ Whlte ‘Tail -effec-"
ively. sh t."'down the Centers for

approved by the FDA'i in 1995
‘based_on tests involving 40,000.:
seople elsewhere) the Pine R1dge
yux sued the government

ederal courtin January 1993
iossed out the, lawsult by the par-
ants. as’ moot — theé clinical trial
1ad ;already been ‘halted — but:
aot - before - expressing “‘grave
{oubts” about the governments

,onduct EE J '

The court said the government

atled to,g1ve parents “an ade:
1uate baSIS for 1nformed con-
,ent-;»’-’--
And .
)ected the government to be “less .
.avaher .. oh Indtan ‘Féserva-- |
1ons or anywhere else.”

Around then, far” from "the
yrairies,-J. Thomas Puglisi had
1eard of .a’ different Centers for

Dlsease Control - vaccine experl- .

nént on. ‘children, although in the
sarrios of inner- c1ty Los Angeles;
‘he. CDC’s preferred word was
“project.”’ As chief of the NIH’s
-ompliance - oversight - branch. of
the+*djvision - of human subject
protection; " Puglisi. .~ monitors
Uovernment sponsored " :-clinical
tr1als In ‘this instance,. the CDC
was the sole sponsor

To the. mothers in Los Angeles
lt all seemed routine, just another
the ne1ghborhood ‘health -

niic.* Their. - babies, 24 "to. 45 |
weeks old, “were’ welghed and.
measured..Nurses collected blocd
samples, admlmstered free shots

fllled outcharts:- - .~ - - 1
Where was the infant born7 the .

nurses” would ask -the - mothers
many of thein immigrants. Date
of birth? Race? Esta de-Mexico?’
Esta -de.El Salvadorp De.: donde
esta> -i":. :

There were - at least 302 HlS-
panic babies, 245 black bables 58
white bables

-"Mothers SIgned forms that
mentioned something ~ about “a’
“project” in which “public health
policy-miakers”. wanted to .‘‘de."
termine the: best ‘measles vaccine
strain” and “the best schedule for.
ageofmeaslesvaccmanon C

-With .the . “E-Z vaccine,” the

form assured the mothers, “your -

child may be protected earher
agalnst measles.” |

. The mothers dldn t see the Cen- .
ters for- Disease Control docu-
ments that spelled out a reason

the agency started inoculating in-

fants with E-Z durmg May 1990:

to test the vaccine’s “immunoge-

nicity and safety.” -

ourt added that it éx- -

4 never saw stressed that th_ j
~be

19 : .
i publlshed data. suggestei effe :
»on’ babtes Mmmune systems rahd
‘ _smce the use of the E- Za

i Umted States
- pertmental '
t1ve that there be a str

notbeprotected Pl
Specific - nelghborhoods
targeted East Los Angelés
Los Angeles and Inglewoo K
communities’ ‘L,that -had =exg
| enced measles outbreaks
" To . combat. this’ resurgenc
govemment scientists:.Confidet
‘turned to E Z ina dose_u

( et cert 1nlytwas a'gog 0f
t1al weapon,, “recalls,, 48 pl

‘Hadler d1rector of the. ep1d m

rnment sc1entlsts selzedéupo
vacc1ne that backftred MY LA
\ 1ld ‘eid

1 i
ma baby 'got.aa shot,* 1mmun:)lo—-

*makmg frlght;fuhdls-
Yane

an ‘colon
}near: Cape 'Verde ’Some* i
'lated’ chlldren were 'dymg

1n relanvely healthy U. S ’envn‘o

=af et %%

o
Africa was even grtmmer “AS part
of a data- momtonng safet 'team‘

ogy and‘survelllance -diyision W f

e

’ ‘ lat - " A

Orgamzatxon 0. lodk -at” hisihums | | antyt

T T g the‘ Ha1t1an bables -were, better'
oFf S :

o
Pﬂ\

ment "would be harmed, althoug h‘-"
wol TN e

-the. European res’
5 stop giving h1gh
e;ZtoAfrlcanmfants I

rmedithe:
eath nMarch6 1991,

d

Z *dled” in rAfrlca The

| Tnte atlona -;‘Development Hal-"

IR Y

ey ad dunng the 1980s 1nocu-

expectmg to show.

reased mortallty >

Ly

alsey

o

;mx;.i’ e
hi

ghty-five' babie’s shad

nfense form of E:Z. 3
here’s no ev1dence of

Totesmgivrala 1 -

1 nt fuletly parttcxpated ina de- _
Wi

o the 51gmflcance~ emai

c1ent15t reported “a large:
ber, ‘of ichildren who got hi-

1n July> 1992

-'he went back to the'_ e

‘-dlaled the CDC The Los

Lls 6 his head. “Natural
ran omly; eceive two vaccmes.

17:-had been moculated'

“In the” U S, there S 1
ev1dence “this" vaccine® .causes -
problem in healthy chlldren -
CDC. lnternal data’ obtamed b

" The' Plaift Dealer do show 1S0Im
. changes in the -immune” systen
¢ of.sgme: vaccmated- hlldren,’*bt
-.und

i 'lecardo' nearly 23 months ol«
tdied on July 14 1992, of “clostr
d1um d1f1c1le~ enterltls Can
;“probable v1ral gastroententls

=iaccording. to’ the coronor steport

The. CDC has: not publlcly ider
fied. t‘the boy\ dt' acknowledge

" "died 15 months‘ after recéiving

*standard dose of E Z.:CDC dact
" ments show the death‘_occurre
when the ch1ld was 23, months ol
document state
“causes of deat per "death’c

] i H
i 1cate” rwere: “‘clostndum dlflCl]

ententls and"ﬂfprobable vir.
gastroenterms
*Aséarchof” Callforma record

‘_ showed no other death of 'd bo

that age from_those causesinJ ul

.Maria ,Socorro, . Rlcardo §: ¢
‘madre,: or godmother She ~11ve
nwrth the Jboy and his! mother in
__cramped yellow Stucco walkup1
- the "largely -Hispanic | enclave C
Bell Gardens Cahf :

o day, he was found: unconsc1ou

vomit like coffee gro‘unds aroun

: cluded the coroner.
.The,_CDC, in pubh escrt;
tlons of the‘death acknowledge

: only that s child vaccmated Wit
: less,_ interise dose’of E-Zdied o
ciit _dehydratlon ‘and ‘shock fol
lowmg several days of dtarrhe‘
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cteria were found in his stool..
also said the death was unre-
edto the vaccine.
A month after The Plam Dealer »
terviewed *CDC official§ about’|
e vaccine research, the agency -
sued a press release that for the'
st ‘time pubhcly d1sclosed the*
zasles study s
Once more; - the agency.stated-
tegoncally that “no problem is1
pected’’ among the chlldren in’|
)S Angeles -
“D1s1ngenuous was how Br1an
ard reacted to the government S,
atéments; - after The" :Plain
ealer provxded him w1th a copy
' Ricardo’s autopsy report and.
e 1mmunolog1c data on the’ Los,
ngeles children from the CDC’ s
teinal files. Ward, in"Montreal
- McGill ,Umver51ty s Center- for
roplcal Drseases is-a leadmg
tpertin 1nfect10us d1seases
He theorizes 'that E-Z mxght rev:
p -the’ immune :systém agalnst
>rtain - ailments, -while; weak-
aingit against others o P
Ricardo’s -death ' seems-:.‘‘Coin-
atible with -the deaths that oc-;-
urred” in Afrlca and Halt' Ward,
ald‘ : : :

othmg to do thh it.,
“‘Based on what I ve, seen you
an t prove it elther way ‘It s’ an

rch i ;]other developed CO
riés‘as-evidence of-safety’\Ward - |
autions . that too few .children
vere 1nvolved to draw a fn'm con- -
lusion.

Despite its pronouncements .of -
:ertainty, the government is’still .
:ollecting blood samples to learn
vhether the vaccine harmed ‘or'’
mly: insignificantly altered, the-
hlldrens immune systems. Re- 1
wults are duein July. -

- “We fully acknowledge that it
vasa mistake” not to tell the fam- :
lies the' vaccine was experlme :
-al, said Dixie E. Snider Jr.; asso- -
siate director of theé’ Centers for

il

disease Control “The : maJor
yroblem is that the consent form
hd not specifically identify the. E-
7 vaccine as being an, ‘unlicensed®
saccine. Some people would call®
‘hat experimental.” - Cd
Last summer, the goverment fl-
aally notified the parents in Los

Angeles that the E-Z shots were
éxperimental, thanking 'them: for
helping “benefit medical sc1ence
by increasing our knowledge.” | - :'
In Atlanta, the’ CDC research
staff was.- ordered 10 - undergo
training in “human subJe pro-.‘j
tection.”

el b
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R’y

id nce'- of:. the1r <in-

tio na’i‘lnstxtutes of Health,
wz ajiar. quy-é\,, 'v f f

epartm

T Sergfzwr'

erpmen research i
th _course of its. work the

A *J 1 .z""

ed’cars. .
f?.the .FDA :and National
SHGF Health deplct years,

e'-..comm1ttee whose
‘Stored ‘in."a vault at]

m ntsuse ofAmer-,, | rarily

;medx cal research without| yo

This is research.”

e a:.’ab €s happened upon , "p'--']‘. 1owmg_

résidential commit-,
_Q_s,"he worked on a <y

-Archlves and were \

The doses were small, but the' -
committee remained concerned.

about “undue inducement. ...
These are probably cocaine ad-
dicts, probably not employed ina
long detox ” the reviewer noted.

Also questlonable was exposing
healthy nonaddicts to ‘“‘greater.

than minimal risk.”
Nora D. Volkow, the Energy

Department scientist in charge of

the cocaine study, called the crit-
icism “a totally and absclutely ir-

resp0n51ble automatlc knee-jerk

reaction.”
The test subjects were not

harmed, said Volkow, director of

nuclear medicine at the labora-
tory.

After the White House commit-
tee challenged the study, Brook-
haven resubmitted the project to:
three ethics boards, which sa1d
the project could proceed

“We use trace doses. The co-

caine is in the microgram range,””
said Volkow. “Sure, all of our pa-*
tients are in detox1f1cat10n but
there is no reason we cannot in--
vestigate addicts. How else would:
you learn how it affects-'-them’

FDA inspectors have also

raised questions about research'
at veterans hospitals. In five ex- -

periments since 1977, inspectors
were unable to find signed con-
sent forms. In 108 studies at 54
hospitals, veterans were given
deficient consent forms.

The research questioned by
FDA inspectors included the fol-

In Long Beach, Calif., in 1990:

- Researchers 51gned up test sub-

jects who were either drunk, se-

dated or psychotic.

In Los Angeles in 1988: The
FDA caught a researcher experi-
menting on two veterans without
getting any consent. The physi-
cian said he had made a mistake,
though he had been caught mak-
ing the same mistake five years
earher

In Portland, Ore., in 1980: No
written documentation was found

.that a doctor had obtained con-

sent from alcoholics injected with
a test drug. A number of patients
died several months after the
study.

The physician maintained the
deaths resulted from “the pa-
tients’ inherent medical dlsablh-
ties.”

In Salt Lake City in 1985: “Se-
vere deflclenc1es in ... informed
consent” were found, mcludmg a
failure to explain “procedures
which are experimental.” There
were no written records. that two
patients had given consent. .

In Madison, Wis., in 1983: The
hospital lacked written evidence
of consent from at least 28 of 51
veterans given an experimental
antibiotic for urinary tract infec-,

tions. The urologist said it had
been “an oversight.”

When the National Researc!
Council took a close look at ex
perimentation in veterans hospi

" tals in the 1970s, it found 28 per

cent of patients interviewed a
four hospitals “were not awart
they were* takmg part in a re
search study.”

Only one VA researcher,
1983, has been denied access tc
investigational new drugs.

Study after study, some fi
nanced by the VA, focused on an
other problem: Patients needed :
college education to understan
most consent forms. The Univer
sity of Colorado in 1989 said pa

tients needed the reading con
prehension level of a colleg
sophomore. Fewer than one-thix
of VA patients are colleg
educated.

Congress first gave the FD
authority to police studies of e:
perimental  drugs, includir
government-financed studies,
the 1960s. It happened after a
alert FDA medical office
.Frances O. Kelsey, almost singls
handedly brought to light the ur
controlled testing on -pregnai
women of a sedative, thalidomid
that caused severe birth defects.

Since then, Kelsey has ove:
seen more than 4,000 FDA i1
spections.

“I've seen a tremendous in
provement since 1962, but we ca
-hardly breathe a sigh of relief an
say we don’t have to worry abot
this anymore,” she said.

" More than most people, Pa
Melstrom knows why.

When Melstrom, 56, signed u
at the National Institutes «
Health to try a test drug in 199]
he thought it might rid his body ¢
hepatitis. The drug, fialuridin
says Melstrom, ‘“was a failed car
cer chemotherapy drug. The
they tried it as a lip balm . .. fo
cold sores. Then AIDS makes it
dawn on civilization, and they tr
for that. Then hepatitis.”

Doctors thought the drug we
safe. There had been tests o
woodchucks that weren't harmec

“I took a swig of this stuff -
you had to measure it out of a bot
tle — and [ was told there was ab
solutely nothing to worry abou
there were absolutely no side ei
fects from this drug,” Melstror
recalled.

“It tasted marvelous, much hk
[the orange liqueur] Grand Mai
nier.”

Three months later, his leg
started cramping. The pal
limited his ability to walk. Th
drug, he said, had permanentl
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Unsuspecting  National Injection of live cancer  "Human radiation
patients given  Institutes of cells into oider patients '~ experiments at”"
thalidomide, Health finds - atJewish Chronic  * “% University of -
causing severe  few Disease Hospital -, .- Cincinnati made
" birth defects. protectionsfor ~  revealed. ) pubhc
P — people in - -

D}%Cyr()(;()Fr¥ 3%6?@90000.0000°G09300.00&.O....‘9000OO..OOOO0.000.0..OOO.

PRESERVATION

B requiring consent . - Surgeon General issues
of research guidelines for protect_mg “Congress enacts f”—St
subjects. - - federal research human subject protections
’ subjects.
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. research.

, First federal law

Résearch wuthout consent
“is banned
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Health and

Human : -

Services - i consent
adopts ' regulat_l_o_ns i
regulations - ‘ : . known as the
for research Common Hu!e.
involving :

chlidren.
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DRUG TRIALS

Do People Know the Truth
- About Expenments?

oreign tes
don’t meet
S. criteria

Hype hope and heartbreak
a chronic condltlon

By KEITH C. EPS_TEIN
and BILL SLOAT

PLAIN DEALER REPORTE}E

Trouble started on Oct. 12, 1994, when two in-
spectors from the Food and Drug Admmlstratxon
entered Dr. Geoffrey Dusheiko’s cramped office -
on the 10th floor of London’s Royal Free Hosp1ta1
and flashed their badges like FBI men.

They got straight to the pomt Did r1bav1r1n re- __‘_._. T
ally work? _

PHOTO BY:MICHAEL CRABTREE“
5

The government had been asking the same 'Pat-lents in pharmaceutrcal_
question for two decades. _ , , knowledge Story, 10-A,

The first time, the drug’s maker hailed it as a | === e :
treatment for viruses like influenza.

The FDA said it wasn't. N

In the 1980s, activists smuggled it from Mexico
when scientists touted it as a therapy for AIDS. :
The FDA said it wasn't. ‘ . splte lmprovements m hver funchon g

' shelko s research had demonstrated Hittle

Now, it was back — a drug in search of a dis-
ease.

~ The hope' this time: Ribavirin could combat a
deadly strain of hepatitis virus that mfects al-
.most 2 million Americans. -

For the despérately ill, there finally seemed a’
glimmer of hope. On Wall Street, investors were
tantalized; sales of the capsules might exceed
$500 million a year. In Ohio, the teachers’ pen-
sion fund sank almost $14 mllhon mto the drug-
maker’s stock. Co

‘Once agaln the FDA rejected nbav1r1n ~thoug
for four months only a handful of msmers knew
d
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Without much ado, Dusheiko defused the opti-
mism. After four years of European tests, he pri-
vately told the FDA inspectors in his office that ’

" ribavirin had shown no sustained -benefit. De-
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FROM 1-A

Possible insider trading. Thrill-
ing projections. Criticism from an
.American

agency. Questions
about consent. The FBI. It all left
the researcher in London, who
thought he had played by the

rules in England, feelmg bew1l--'_--.

dered.

“We did not know that the re-...-"
sults would be submitted to the ‘&0
FDA,” Dusheiko said. His lawyer b

ud : E )
said the study “did not violate any *pling_ailment is thig

‘half the’ ‘foreign research submit-
- ted by pharmaceutlcal companies.
" to the FDA during.thelast decade
“lacked vital documentatlon stich.

legal standards.in England

FDA standards were not apphc-:.-

able.”

The cycle of hype hope and. -

heartbreak surrounding clinical
trials has become a chronic con-
dition in the .increasingly global
pharmaceutical industry, which

now initially tests nearly ‘two- -

thirds of all products for Ameri-

cans overseas, 64 percent more

than in 1975.

Previously undlsclosed fore1gn :_'

records and more than 2,000

- pages of internal FDA documents

contain accounts of fraud con-
cealed side effects,
experiments and human rights
abuses. Consent forms were in-
complete- or inadequate in 65 of

137 FDA inspections of foreign .
drug trials. In the most-inspected
nation, Canada, consent forms

- lab reports and patient charts

"havebeen: submltted to ‘the’ FD'

1mpr0v15ed

" were 1nadequate 1n 21 of 36 m-' '.

spections.
“Fraud ‘and unethlcal conduct

and sometimes mistreatment" “of,
-human subjects is pregent every-.”
'where

observed . Jean- -Marc

most” crip-
More than

as X- rays blood tests,” b10ps1es

Verifiable . smentlflc data? _
mlssmgt‘rom 53] percent of the In
ternational " research™ known

research subm1tted : 2
United States ‘a.-:Plain” Dealer
computer analy51s shows

Asked about The Plain Dealer
analy51s FDA Assoc1ate Comml_

FDA permlssmn .
Thus, she sa‘i_d

THE SERIES -

Americans in 23 states have

their informed consent.
YESTERDAY: Decades after
notorious syphilis experiments

diation studies on civilians
during the Cold War, the gov-
ernment is still' conducting
medical tests on unsuspecting
Americans.

TODAY: More than half the
foreign research submitted to
the Food and Drug Adminis-
tration over the last decade
was unreliable. Verifiable sci-

N entlflc records
“‘countries were mtssmg in
.been used in medical research -.
without. required evidence’ of

SUNDAY: At least 1,000

on blacks at Tuskegee and ra- -

ple know they are bemg ‘1sé

. the seri€s, call 999-5260,"fa

from

percent of requests . for new
drug approvals m the Umted
States.. = - .
TOMORROW Local ethlcs
comrmttees the front line “in.

‘protecting 'test subjects,’ fre- .-

quently, fail to ensure that peo-,

inmedical research: .
Af you have comments ab

999-6366 or e- mall the repo
ers at: )

tgaumer@plamd com - .-: ‘

Include your name and a day- -
time telephone number :

LER o DRUG TKIALD
iy
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> 'omltted data
-] FDA mspec- :

'éondmon had ac--
rse And m ‘a pa-.

234N e

onsent from 10

. Researchers also lacked
lab “data and falled ‘to.mark dates

itten- ev1dence they!
of echocardlograms, .and some{
l




'Unavallable records
fa||ure ‘to document ethics
commlttee approval

Failure to mform ethlcs )
, committee of _changes .

‘| Percent foreign
~| violations
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and Drug Admunistration inspections worldwide, 1977 Lhrough 1995.
lving drugs seeldng FDA approval for use ln the United States.

said Arthur Horowitz, who pre-
pares researchers for FDA inves-
tigations by inspeécting them first
himself.

Horowitz has a list of excuses
he has heard. The alibis sound
like “my dog ate it,” the school-

. boy’s classic excuse for missed

homework: They were destroyed
in a fire/flood/hurricane/
earthquake. They were dropped
in a sewer. They were lost in a

- boating accident. My office was

burglarized. They were lost in the
mail. My father-in-law threw
them out.

For Hans-Joachim Glesecke a
busy German internist in the in-
dustrial city of Mainz, the diffi-
culty arose over quinapril cap-
sules. During 1985 and 1986,
Giesecke tested them on his eld-
erly patients with congéstive
heart failure.

Like Dusheiko, he had no idea
his results would be offered as
evidence that the product should
be approved for Americans. And
how could he? Back then, even
the Parke-Davis Group of phar-
maceutical giant =~ Warner-
Lambert Co. had no plans to seek

U.S. approval. At most, Parke-

Davis anticipated the drug might
be successful in Europe. .

“The U.S. marketing depart-
ment wasn’t interested,” recalled
Hans Gunther Stelzer, who over-
sees Parke-Davis research in Eu-
rope. “Our goal was Europe that
was all.”

Within a few years, Parke-
Davis sensed it had missed the
mark — or was about to. World-
wide sales of the newest class of
drugs for congestive heart fail-
ure, known as angiotensin-
converting enzyme (ACE) inhibi-
tors, by 1992 soared to $S billion,
nearly $2 billion in ‘the United
States.

Parke-Davis again compiled

~ the paperwork given to German

- authorities,

the drug.
By 1993, summaries of the re-

who had approved

-good records,’

search, by Giesecke and two
other German physicians, were at
FDA headquarters. All three de-
clined to be interviewed.

It fell to Stelzer to double-check
the data. As manager of clinical
quality assurance, he often treks
across Europe conferring with re-
searchers and examining their
records. When the FDA asks to

.inspect, Stelzer’s job is to try to

get there first.
When he got to Giesecke’s of-

fice at 1 Erthalstrasse to check

the patient records, the doctor
“invited me into his basement
and said he was sorry but he
couldn’t find them anymore.”

Then, on May 24, 1993, a pair of
FDA inspectors showed up at
Giesecke’s doorstep. With Stelzer
looking on, the doctor began giv-
ing them records.

“I was sitting there, and I was
very surprised when [Giesecke]
suddenly showed them some re-

.cords that hadn’t been there be-

fore,” recalled Stelzer. “lI was
very nervous indeed.”

The ink appeared to be fresh,
an FDA inspector noted. A study
card for patient No. 11 bore erro-
neous dates, Feb. 4 to May 30,
1996, still three years in the fu-
ture.

How could this be? the inspec-
tors asked.

“I don’t know,” they quoted
Giesecke as answering. “It was a
very big mistake.”

Perhaps, he speculated, some-
body spilled coffee on the original
in 1986 or 1987 and the nurse
made a new card with incorrect
dates.

“I think he was embarrassed
and, because the FDA was com-
ing, he wanted to show he kept
> Stelzer speculates.
“But it all looked so new.”

At the two-other test sites, there
wasn’t enough reliable data for
FDA approval; the company sub-
stituted results from Britain.

The British results were veri-

fied and finally, in October 1993,

JAMES OW:ENSI PLAIN DEAL_:ER

the FDA approved quinapril for
U.S. marketing — a delay caused
not by excessive bureaucratic. réd:
tape, but by the drug compan
submission of ‘ questioned
search.

Davis. “Even though many Geér:
man clinicians don’t keep their
records,

doctors in private practlce
throughout Europe now we insist
onit.’ - _:'

Quinapril has proven success-
ful. Sales last year shot up 37 per-
cent.

Raymond J. Lipicky, dlrector of
the FDA’s Division of Cardio-
Renal Products, which reviewed
Parke-Davis’ application,
quinapril as “a perfect example-

and neither do many'

sees -

of the problem of lack of source |

documents” in foreign research.

“We make decisions based on
numbers and doing statistical
tests on those numbers. If the re-
sults are not accurate ... all of
our conclusions are wrong. If our
conclusions are wrong, it means
we've decided something is effec-
tive when it isn’t, or safe when 1t :
isn't’ J

As for ribavirin, it continues to
be used in the United States as'a
spray to treat infants hospitalized
with severe respiratory tract in-
fections caused by the respira-
tory synctal virus. Twenty-one
developing countries have ap-
proved it for hepatitis.

ICN- has granted Schering-
Plough Corp. a license to try the
promlsmg combination of r1bav1-
rin with interferon A.

A special committee of ICN’s
board of directors has exonerated

the company’s top executive of -

insider trading. The lawsuits con-
tinue.

Meanwhile, scientists are on
the trail of yet another potential
breakthrough. They've started
experimenting with a Syrian folk

cure for hepatitis — a liquid ex- -

tract from a plant called the salt
cucumber.
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'.frlghtenmg I could tell you S0 .

" the British Medical Journal and- - *
.'now .a research associate at the-

‘pleading for a renewed devotlon ““Nearly évery one of u§’ has

: Cologne, Germany, in March,
_where mostly European pharma- for Lederle Wyeth

“gated to learn the latest: tech-. ing: ch;Brock § sal

."_bogus research.--Such mdustry- --'fpro\}als of Sii{"drug
trlals are. hecommg common- ..safety.”

' -'ahze it,-but we've reached the

" we've .got to query the facts,”

_"‘sloppy -recordkeeping can be as."
- harmful as fraud, he said. “Somie
people believe there are different

. . spir€es of northern Europe’s larg-

- Europeans worry
“about fraud, sloppy :
drug expenments g

. ByBILLSLOAT -
and KEITH C. EPSTEIN

S !, -~ PLAIN DEALER REPORTERS.

b Wrth huiman lives and huge in- .
‘vestments at .stake, the global -
pharmaceutlcal mdustry has a
sense‘of anxiety over its growing
reliance on research from outside
the United States, where stan-
dards.tend to be less strict and
w1delyd1vergent S )

“YIt’s our’ little secret e It S,

many stories. We all can,” said
Gérman pharmacologist J oachlm_
Schwarz,  whose North- Carolina
contract: research- company
Qu1nt11es ‘runs experiments for:
drug’ compames on four conti-
nents .

Stephen Lock former edltor of -

Wellcome Institute in London, . Br
crisscrosses Europe these days,- Pharrhaceutical Industry say.

to solid : sciénce.

'some e
/He “took  “his ' message to_ ,'s xperlence WIth f

ceutical managers had congre- anothier account. Without reveals: sproduct

niques for stanching, the flow of -

San_SOred training sessions on -, - “It’s all senous be
fraud-and misconduct’in clinical c¢an have a maJor

-'Nlls

1 “Few . people outsxde sciencere- 7 §

point where we must be suspect -
of any data being submitted. ..
Once, -facts were sacred.’ NOW'

Lock told the gathering. -

“.Iain E. Gillespie, former dean
of. the University of Manchester ..
Medical School in England, was
more blunt. The donsequences of

degrees. of sinfulness,” Gillespie ‘-
told the gathering. “I subscrrbe to
a more Calvmrst view — all sins
are serious.” . .

**Within sight of the towermg

est cathedral, the cocktail chatter
of the mdustry insiders turned to
confessions of scientific sin.
+“We'just had a case,” said

'Klaus Peter Barth, who had over- . .

seen ‘European . tests of an anti- -’ceptance'

- allergy. medication. “All the.pa- _overseas.

tients were invented, every one.-
It hurts.”...- Now wé have to do -
[the study] agam ” .

Peter Brock, medlcal dlrector_ .
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-ap"ar'lels only manage
~rev1ews “‘of research

g By BILL SLOAT
and KEITH C. EPSTEIN

i

1ear7 -Dld patiénts really volunteer? Did they un-’ 5

erstmand the’ rlsks" Did they even reallze it: was\"

i 'u"éts~ t] o'é"h'el

rh

VERSEERSI22 2Kl

UL TIRt. Ul
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Mackay, now coordmatmg for

operate ind

fDVERSEERS FROMT-A ©° -

‘n At such a clip, members were
.ﬁometlmes “unfamiliat with stud-
""up for approval, a Food and
rDrug ‘Administration investigator
) "reported last year. In April 1994,
y‘the committee adopted -a: list of

" @new experiments “with no discus- !
,:sxon on -the individual studles‘
i{themselves the ™ mvestlgator
wted. = .. e
u The commlttee thes DA con-

' i‘honmg m a way that- “may not’ ad-
2quately protect the, fights and
;.-welfare of human subJects of re-

g:search ”
~The research rev1ewed by
) aum’s committee included a Na-
o 1onal Institutes of Health study
gof how smoking and air pollutlon
fcan affect the human body .
meest ‘subjects, paid.up to $150

aine. during a lung €xam. The

i

nesthenc is usually used for peo--

Hotug -

leLW1th bronchial ailments:”

."- ?mvolvmg "hi-

‘ insu_ﬁcwnt =

: f..mlssmner Bar-.;".

orYl volunteering, “recéived lido- | .

B} N!For ‘Nicole Wan, a healthy 19-
ear- old Umver51ty of Ro_chester‘

o

’ %Wlthm two days of an overdose
fof lidocaine in April, she d1ed of a
edrt attack.

. msual safe blood level of the anes-,
het1c dosages of Wthh should]
ave been limited by thé ethics!

,&comrmttee New -York’s * Health!
epartment deterrmned m Sep-

ﬁember R P !
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mShe ‘had more. than ‘double the. o

: 1,Adv150ry Commlssmn

" .. dcans. g AP

i Baim’s commlttee it con-
'kcluded. falled to “mmlmlze the

}! ~*Reséarch %"

an‘subjects at
he Umversxty
Rochester

safegiiards
vkdequately'." '
{mlmmlze “Fisks.

¥and protect in-

nlelduals noes
KgNew " York-
gﬁhealth .Com-:

$ e 0 ') "'l'r:'vq‘_ﬁ‘g‘_'-'\f"‘w;» ,_-\u
. ‘.who
;}ecelve nofpay for thelr services |

he admlts the comm1ttee has

f"1m1tat10ns .
“To do what we should do go 4
imut every §6°oft $1)

Fﬁ'esearcher' ‘Let

e
§ou mformmg
iké‘to do; that;’

X th
the time or the staffmg, ,,‘Bau}n
usald “This is not work that is per-"%
elved as makmgf a COl’ltI’lbuthH
oresearch R

1 Baums plamt 1s'heard often '

morig medical researchers i

‘gw“These commlttees ‘areé ‘over: '~

helmed by the. work _they have .

0 do;; sa1d Princeton’ Un1vers1ty
res1dent Harold T Shaplro,
‘hairman’ of a new federal ¢com-
ﬁussmn created to study how ' peo-
5le are protected in .medical re- :
;'Esearch ~The- Natlonal Bloethlcs
Wwas™ ap-

;pomted last sumiier afterndlsclg--v
.ysures of Cold- War -era’ radlatlon
’{expenments on unw1ttmg Amen—

ars PY RIS

"y
iy g

do _that "but we don't have

he pahents" — I'd like to

The size of the workload als
troubled the General Accountin
ffice, the investigative arm o
ongress. It reported last Marci
hat “in some cases the shee’
umber of studies necessitate

A -.that IRBs spend only one or tw:

minutes of review per study.”

The lack of aggressive over
sight “‘may permit human subjec
protection violations 'to go unde
tected,” the GAO said.

Shapiro said that very -issu
was at the top of his agenda.

“My major concern is that [the
ethics committees] do not alway
understand the weight of the re
sponsibility on their shoulders;
he said.

When it all began in earnest —
in the aftermath of the notoriou‘
experiment in Tuskegee, Ala.,
which the federal Public Healt}
Service. withheld treatment an
diagnosis from 412 black me:
with syphilis — “institutional re
view boards,” or IRBs, wert
widely regarded as an ingeniou:
innovation.

. It was “the best protection” foi

people used in research, a na
tional commission was convince
in1978.

IRBs were supposed to wres
the monopoly on decision-making
from the scientific establishment
placing it in the hands of a groug
that could balance the best inter-
ests of medicine, human being:

. and the community.

There would be at least five
members, including a nonscient
ist. One member was not to be af-

- filiated with the research institu

tion. They were supposed t¢
represent the racial and cultura

'spectrum of American society.

Paul W. Goebel Jr., head of the
FDAs Humar
Subject Protec
tion Team, re:
gards the com
mittees at
nothing  les:
than the “cor
nerstone of the
whole process’
for making
sure what hap-
pened at Tus-
kegee nevei
happens again.

Evidence
shows the cor-
nerstone i
cracking, ai
least partly due
to the burden
of an explosive
growth in med-

wcal research.

tchatan’ Bf the Umversnty of Rochester's
Research Subjects Review Board
PR R Y

s 2l
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m

of .. re'sea’i‘ch
sites has ; ,more
‘than- tr1pled 2in
the .’ last~7six
years, .. from
6, 000 to 18 500

erate at unlversmes
p vate research f1rms

.,U 4.

hem he‘-.Natlonal Instltutes ‘of} -
ha 4

"t

; _mustlﬂregrster or be ac
redlted by. the government.

| J.,.- ;t
uéﬁd}when <the FDA does.con-
uctean. inspéction — there have|:
veen fewer than 1,000 this decade |

5

ecords 'are frequently in-a

itt'ees,,:-could not 'produce

v1dence‘ they had met, held dlS- :

x
LWt
lSCOVCI'ed ‘%more SeI‘IOUS ShOX‘t-

o

hérewas no’ convmcmg proof

Sy

or_ru g '-Consent forms, .injury|

el s,_drug compames pre

..1»

I’ve seen the wrong in-

aa;
T

sdme - -version subm1tted to’ ths"

lomg" ThlS is sadly not always th(

HEas

"ch rlsk ‘of pumshment For -

[N

1 ;
allures ‘the’ "FDA identified at the'

UnlverSlty 1of ,Rochester, nelthe
he ethlcs committee nor the’ in
,tltutlon faced penalties. They go

B Inc
i search that had not been :re-

)are-:for FDA audits, recogmze.‘-
he problem “All too frequently, I

etter the FDA's. stan -

PHOTOCOPY
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“We are one of the least con-

tions within FDA,” said Goebel,

““head of the FDA’s Human Subject'..'

‘Protection - Team. “We. spend

most of our time writing lettérs.”

» But if we need it, we have the
authorlty to dlsquahfy them.”

*sanction: Serlously

search B .
“The FDA has put ethlcs com-

3

1. .
rmttees out of busmess only once
& or tw1ce o -

Of course, by the tlme the FDA -

flgured out ‘what was.going on,

-"the Ethical Board of Review Inc

had already stopped meetmg

found ‘the .’ prlvately -operated
comnuttee among ar growmg

'number of ethics panels "for h1re

not met for 13 months

Tl
searchers were still getting corre-
spondence from .the Ethical

contmued 1o oversee “théir . Te-
search .

Wo years earller the' FDA had
cited the Ethical Board of Review
for "-allowing : medical re-

v1ewed bya phys1c1an

Gall Flndlay, the maJor1ty
‘owner, agreed to shut down’the
busmess last April. In a “consent

- .agreement” with the FDA, she ac-

knowledged ““falsely representmg
the Ethlcal Board of Review Inc.

- as'a properly constituted and cur-

: rently functioning IRB.”

"By ‘signing, she also agreed

' . with the FDA’s criticism of  the

" committee’s”. “failure - to ade-
quately iprotect the  rights and

welfare of human subJects in--

volved in research ”

“"Notthat-any ‘of. them knew any-
thmg about the IRB that failed to
protect their rights and welfare.

The FDA doesn’t tell.

Fmdlay did not respond to a
message seeklng comment

Paul J. Godley, Ethical Board
of Rewew Inc’s chairman and
minority’ owner, ‘said . he disa-
- greed with the FDA’s finding.

- “Godley, a hospital executive in

‘frontat1onal .compliance ~opera-;

“441t is, for the FDA, the ultlmate'
- deficient.
ethics committees can be prohib-;
‘ited from approving any more re-.

3 ‘ast year ‘in “Austin, Texas :‘. .
'FDA mvestlgator Malra ‘Brading™ |

'ut drug compames and re-.

‘named Stéven Fmdlay, dled ‘of

_‘Temple Texas, said the commlt-

3
¥

yst

>

s ASstrti

panie

o

]

tee was a serious operation that * eth
th

“had proper “concern for:patients- -

and subjects” while in busmess :

‘and that the committee - got_in
.trouble after his partner, a doctor

cancerin 1992

‘Even if a committee 1s dlllg nt .

-Tand halts a medical experlment N

-on -sound ethical grounds,” the:

tistudy can be resurrected else-

Board of Review Inc.. showmg it -

. said Robert J. Sheretz the physi-
“cian who planned to conduct the ;

‘where. If a drug company or re-
. searcher doesn’t like what one
“ethics committee says ‘about * its’,

clinical trial, it can 51mply fmd,

another comn:uttee

..It is a practice known in the_.
as’

pharmaceutlcal
“IRB-shopping.”

1ndustry

When- the ethics committee at'

Bowman Gray School of Medicine

"in Winston-Salem, N.C., stopped a*

human test of experimental uri-

nary catheters a few years agos

because it found significant risk

J
‘the . sponsoring drug company %

withdrew its big.research grant

. study. ;

“Wishing to press on the com- ¥

pany said in its letter’ of cancella-
tion, “we are forced to 1nv1te par-
ticipation from o
investigator.” - &

The medical school stuck to 1ts
guns Sheretzsaid. = |

. So did. the drug- Company,
which took its experlment else

- where. . o

Ezekiel J. Emanuel a  re-

searcher at the Dana- Farber Can- %

cer Institute in Boston, considers .
the system ““just too haphazard.”
When he sought approval for the
same experiment at 40 different

sites, he got almost 40 different -
Some committees ap-

answers.-

- proved; others rejected.

The system is so haphazard the -

‘another' :

budget each year, 65 years*afte
¢ the; flI'St blgod samples 'were col
-‘lected from farm hands in the cot

1 'x'nit.'te.

“-

1ng testament to : thl
- conlseéquénces’ of unfettered med
rical research:'$2.8. mllhon in:pay
ments tot23 w1ves 18 chlldrer

low citizens,” Ellis - sald ~_,fljhg
govemment can never really re

“pay’ that debt R




i’

or a varlety of fc 1ents from .a

mall dental group in Maryland to” _
lga big drug company on.the’ West.:_,

HCoast

s e "

F ‘In December 1993 an mspector_ _
tvisited 6.“Winding* Creek .Lane;:-

'where Edelman l1ved e

Another "dead” end.” Re51dents-
"sald he-was.in California, . g
What. was: a- regulatory agencyp_-
- to do? It turned.to another phar- .

Consultants Inc
'An” 1nspector trxed 68 Spyglass

.'\_Clrcle Groton, Conn where the .
“-company’s pre51dent Dav1d Edel-. :

mar, once lllved
Nolluck there.

iChapel _Hill, N.C.; the address.- ‘maceutical -manufacturer for
gthat appeared on a pharmaceuti- . help. ' S
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New Hope Rd. 1n ‘Chapel Hill.+:

“Another prlvate home. The res- -

- ident;, sald Karen Bley, an associ-

rates dlrectori of: Planned Parent-

hood used to llve there

; That solved 4one puzzle Bley.
was 1ndeed the ethics commit-
tee S chalrwoman and had -been
runmng its meetmgs ‘at; restau-
rants such.as. Salls; a. casual Ital-

-lan..place: with "a .raural. of the.

Leamng Towerhof Plsa on the
“wall. '

as st111 1n N orth’ Carolma So.an:
‘other. FDA 1nspector went to 2605 °

_in California and 'its IRB meém- |

Edelman-said It ,wasnt dlfflcult-i
"stay/in’ touch, he -said, with fax
+ machines; pagers and telephones '
. »“There's never been a: ‘problem
in the’ chalrperson rreaching me;
r anybody .we've ever rev1ewed

o MWe have 1o assurance that
your procedures’are adequately
. protecting the rights and welfare
.of human subJects of research it~ * studies for.*Besides, if we'placed
sald ' . people aty extreme ‘risk, -‘why
! The FDA c1ted “the problems * would, it - take : more - than 10
1nherent in-an:organization hav-- - months for them to-write-'us? If
ing its IRB [Institutional Review. -.they thought.we should ‘be shut’
Board] admlmstrator/secretary 'down, why wouldn’t they do that
.right away”'
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| Payntents to Make Amends
F or Secret Tests of Rad1at10n'

A

The Federal ovemment has
_agreed to pay $4.8 million as compen-

" sation for injecting 12 people with

radioactive’ plutonium or uranium in;

secret cold war experiments.

,-Energy Secretary Hazel -R.
0 Leary, who announced the settle- ..
ment yesterday in Manhattan, said it

' ~was part of a continuing effort to

‘'make ‘amends for the many unethi-
cal experiments carried out by Gov-
ernment doctors, scientists and mili-

" tary officials from 1944 to 1974.

Before the end. of the year, Presi-
dent -Clinton will announce further
action to compensate the subjects or
their: survivors .and to make sure

" such experiments are not repeated,

Secretary O’ Leary said in a tele-.
phone interview.

Yesterday's announcement fol-
lowed 18 months of investigation and
_hearings by the President’s Advisory
-Committee on Human Radiation Ex-
periments, - whtch concluded last .

. year that many of the Government-

sponsored radiation ‘experiments
were unethical and that participants
or their survwors should be compen-

‘ sated.

The financial settlement an- -
nounced yesterday 'will end several
court cases involving injections of

radioactive material into 12 people in

experiments in Rochester. N.Y., and -
elsewhere from 1945 to.1947. Most of

- the people were being treated for

existing illnesses at hospitals when
they -were. asked .to participate in

research, which Federal officials:

now admit had nothmg to do with
their disorders.,

Lawyers for families in the {2
‘cases settled yesterday said that all

. the subjects suffered some ill.effect,
including cancer and immune dis-’
- orders,- that might have resulted

from the expernments though there ~
was no medical proof. Government
officials said they could not be sure

that any of the illnesses were taused .

Continued on Page A20, Column1 -

Continued From Page Al .

.by the experiments. Of the 12, the
oniy one still alive is Mary Jean
Connell, 74, of Avon, N.Y. Mrs. Con-
nelt and the familjes of the 11 others
wilt each' receive an average of
.$400,000, with the money to .be dis-

-tributed by agreement among the-

family members .
Mrs. Connell said yesterday “1
feel .wonderful about thls 1feel very

. relieved.”

She was 23 at the time of ‘the

’ experiment, and went into the "hospi-
- tal at the University of Rochester for
" problems with her metabolism. She

was asked whether she wanted to

~ participate in an experiment. She

said that'she declined, but wasinject-
ed with radioactive uramum without
her knowledge. '

Now, she said: ‘I just want to get
it-all over with, so I can forget it. |

" . hate to keep going over and over it,

reliving it day after day.” -
Secretary O’'Leary, in.a meeting of

" the American Public Health Associa-

tion yesterday in Manhattan, said,
“This settlement in no way fully

.compensates families for what they -
-have suffered and for what they
~ haven’t known' about their suffer-

ing_"“

LTQ

-She sald Government ofncxals
should make a commitment -‘‘that
never again will the Government of
the United States perform tests on
our citizens and do so in secrecy.”

What the Government needs, she
said, “is ahigh levelof humthty” and °
a “moral compass as we go about
our daily business.”

Secretary O'Leary began the ex-
tensive inquiry into the radiation ex-
periments after reports about them
were made public in a Congressronal
tiearing 1992 and later. in articles in
.The Albuquerque Tribune. <

The experiments in question yes- '

terday were only a few among thou- -
‘sands of different kinds of "experi-
‘ments that were part of a long cam-
paign to find out-how the use of
atomic weapons might’ affect sol-
diers and civilians in‘a nuclear war:

The- President’s ‘committee . found”

more than 4,000 expenments were
conducted on as many as 20 000 mdl-
;'viduals.
E. Cooper Brown, a lawyer who is -
a leader of the Task Force on Human
Radiation Experiments in Washing-
ton, ‘a coalition of families of the
, subjects ang- -advocates seeking re-
dress for [he Experiments, said: A
lot of credit is due to' Secretary
O’Leary and the Clinton Administra-
tion for being responsible and.carry-

ing through on these issue in a way

that the government has never done
before. ‘A lot has been accom-
pllshed "

But he added “‘Having said that,
we still want to make sure that all of
the other victims are not forgotten.”
. The " experiments ranged .from
marching soldiers through nuclear”
explosion sites, without informing
them of possible risks, to directly
injecting .people with radioactive
substances, again without their
" knowledge:

The cases of those injected dlrect-
ly with radioactive plutonium or ura-.
nium were counted as among the
most egregious by the President’s
Committee. Government ? records

" show that 18 people were subjects of i

_ those experiments.
Before yesterday’s settiement, the
Federai Government had reached

agreement with the family of only -

one. other- subject, also for about
$400,000. Of the families of the re-
maining five subjects,.four are still
negotiating with Government jaw-
‘yers. The family of the {ifth has yet
to be located, said Dr. Steven Galson,
the Energy. Department’s chief med-
ical officer.

Numerous claims from other ex-.
periments have also been filed
‘against agencies and.officials of the
.Government and the private institu-
tions. where the experiments were-
carried.out, other department offi-
cials said. They are-in negotiations
and some may produce settlements
soon. . “

- One proposed settlement with the
Subjects of radiation experiments
carried out at the University of Cin-
cinnati would give subjects or their
families $50,000 to $70,000 each.
. 'Ray .Heslin, a lawyer involved in
" the settlement announced yesterday,
said that he was’ pleased that the
families could. be compensated, but
said that the Government *“‘still re-

fuses to release names of ‘other vic- .
tims of the experiments, or to notify .
théir families,” addmg‘ “That isout- -

rageous

One’issue is that the Governiment
_has so far decided not to mount a
campaign to get the names of all
those in the experiments and to no-
- tify them'that they were subjects of
radiation . experiments. The -effort
would be expensive and time-con-.

1

:suming, since government records in
most cases do not list the names or-
- addresses of the subjects of the ex-
periments.

JInstead, the Natxonal Archives has )
placed all the hundreds.of thousands
of pages of records produced by the
President's commttee in files acces-
sible to the public.

Secretary O'Leary said she
learned of the experiments for the
first time three years-ago and deter-
mined' to open up Government files.
to find out what happened. The de- ..
partment was quickly flooded with
34,000 calls asking about the experi-

ments. - -

She said that with‘three years of
effort-and its attending publicity: “I
.can't believe there are many people '
‘who have not been contacted. Our
effort riow is to focus.on the people
who.come to the table with claims,
.while still being alert.to the possibili-
ty that some families may come for-
ward later.”

She said it would be necessary for .
subjects to come forward with
claims.’

Additional lnformatlon on some
experiments has come to light since
the Presndent s commlttee rewewed

the expeu.ments. partrcularly on ex-¢
periments in which radioactive rods
were inserted in the noses of people |
to damage and shrink adenoids ex-
perimentally for purposes like pre-
venting infection.

Dr. Stewart Farber, director of the
Radium Experiments Assessment
Project in Boston, a nonprofit re-.
search group looking into the experi-
"ments, estimates that about 7,500
military men.and more than 200 ci-
vilian children were given high doses
of .radium in the initial experiments -
in the 1940°'s and 1950’s. More may
-have been’put in experiments later.

Among the other expenments in -
which claims may be made. were -
_ones in which patients hospitalized at
the University of Cincinnati and
Tthree other -universities were ex- .
-posed to radiation over their entire
bodies, mainly to see the effects of
the radiation rather than treat the
illnesses; one at Vanderbilt Univer-
sity in which 820 pregnant women
were given small doses of radioac-
tive iron; and the case of the miners
who dug out the uranium for the

military who were never told of the
hazard and never given protective
gear. .
Dr. Ruth Faden, the chairwoman
of the President’s commiittee, said of
yesterday's settiements, ““I hope this
represents . a beginning, and that
many more steps will be taken by the -
Government,  both ‘to compensate ,
subjects and make sure these abuses
don’t occur again.!’

Ehe Ncw. 1[] '_‘ork :@iimcs'
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AIRUNES IVACCORD
* ONDISASTER PLANS

7 U.S Carriers to Provide Lists
of Those in Crashes Abroad

A\ By BARRY MEIER

The State Department and seven
major United States airlines have
reached an agreement iritended to
provide for the speedier notification
of victims’ families in the event of
air disasters abroad. )

The agreement, a memorandum of
understanding signed -on Monday,
finally puts into effect a provision of
a 1990 Federal law that called on the
nation's airlines to provide the State

Department a list of passenger —

names within three hours of such a -
. crash,

Under the agreement, the State
Department and industry officials
are to share other information .as
well in the aftermath of a crash and .
to take part in joint crisis manage--
ment training. . :

The long-delayed accord follows
pressure from groups representing -
crash victims’ families, which have
often waited many hours, and some-
times days, to learn the fate of those
aboard doomed jetliners. o

“This will finally expedite the
sharing of manifest information,”

.
&=

said Hans Ephraimson-Abt, chair- -

man of a group that represents fam-
ilies of the 61 American citizens who
were among 269 people killed when .
Korean Air Lines Flight 007 was shot
down by a Soviet fighter plane 13
years ago after the airliner had -
strayed closed .to a Soviet military
installation. e

The agreement is only a first step
— and, if a newly proposed Federal

Continued on Page A22, Column 1
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rule is adopted, should prove a rela-
_tively modest one — in a continuing

Government effort to provide speedi- -
_er information to the families of

- crash victims.

Where the memorandum of un-
derstanding signed on Monday re-
quires the carrier to provide Fed-
eral officials only an unverified pas-

- senger list bearing each traveler's
‘name, the new rule, proposed by.the
Department of Transportation,
would require the carrier to provide -

“We filed comments within the
past two weeks that we would com-
ply with the rule,” said-Mr. Casey.

As for the agreement reached. on
Monday, the::carriers that have
signed it so far are American Air-
lines, Continental Airlines, Delta Air

Lines, Northwest Airlines, United .

Airlines, Trans World Airlines and

USAir. Mr. Casey, the trade group. .

official, said foreign carriers could
also sign the agreement should they
choose. .

The accord was struck only four
months after Trans World Airlines
had come under particularly heavy

criticism from Mayor Rudolph W.
Guiliani of New York and others for
having taken up to 12 hours to verify

passenger identities and notify vic-

tims’ families in the aftermath of the
crash of Flight 800 off Long Island.
Phyllis Young, a spokeswoman for
the State Department, said it was not
immediately clear how the agree-
ment would have affected the notifi-
-eation of vicitims' families after that

“.crash had the accord then been in

effect. While that was an internation-
al flight, the plane went down in
domestic waters, and the State De-
partment handles only those. acci-

dents involving American travelers
aboard. o

The notification of victims’ fam-
ilies in domestic airline accidents is
proceeding on a separate track. Un-
der a law recently passed by Con-
gress, the National Transportation
‘Safety Board was given prime re-
sponsibility for coordinating a sys-
tem to speed up those notifications.

In the wake of the bombing of
T.W.A. Flight 103 over Lockerbie,
Scotland, Congress passed the Avia-
tion Security Improvement Act of
1990 requiring United States carri-
ers to provide the State Department
complete passenger lists on interna-
tional flights that crashed outside the
country. The law also required air-
lines to match up every bag on an

international flight with a passenger
before a plane could take: off.

But while the bag match require-
ment went into effect, the passenger
list mandate did not, in part because
of opposition by airlines.

_ Momentum to get the process
started again began in March not
long after a hearing to address the
notification issue at the Transporta-

Ehe New ork Times

those officials not only a "‘complete tion Department. Mr. Ephraimson-
‘and accurate compilation” of each Abt said he and M. Victoria Cum-
traveler’s. name but also the pass- mock, who lost her husband in the
port number and the name of a rela- _Flight 103 disaster, met with Trans-
tive to contact. -This information portation 'Secretary Federico F.
would have to be provided within.an Pefia. Meetings were also held with

hour after the accident or, if that
was not technically feasible, within
three hours. K o

James Casey, deputy general’
counsel of the Air Transport Associa-
"tion of America, a trade group, said
that the organization had voiced
some criticism of the proposed
Transportation Department rule but
was generally supportive of it.

State Department and industry offi-

cials, but Mr. Ephhraimson-Abt, for

one, credited Mr. Peiia with pushing
the parties forward.
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REMARKS BY THE PRESIDENT
IN ACCEPTANCE OF HUMAN RADIATION FINAL REPORT

0l1d Executive Office Building
11:07 P.M. EDT

_ THE PRESIDENT: Let me begin with a simple thank you to
everyone who participated in this extraordinary project and to
everyone who supported them.

I am especially glad to see here today Senator Glenn,
who's been so active in working on medical ethics issue, Congressman
Markey, who's worked on this issue for a very long time, Congressman
Frost, Secretary Shalala, Deputy Secretary of Veterans Affairs
Herschel Gober, and of course, the Attorney General who basically
tries to get us all to do the right thing all the time. (Laughter.)

I want to thank Secretary O'Leary for her extraordinary
devotion to this cause. And you heard in her remarks basically the
way that she views this. 1It's a part of her ongoing commitment to
finish the end of the Cold War. And perhaps no Energy Secretary has
ever done as much as she has to be an advocate, whether it is for
continued reforms within the Energy Department or her outspoken
endorsement of the strongest possible commitment on the part of the
United States to a Comprehensive Test Ban Treaty, which I believe we
will achieve next year in no small measure thanks to the support of

the Secretary of Energqgy. A5
AL
QXWU- U

And, of course, I want to thank Dr. Ruth Faden for her
extraordinary commitment of about a year and a half of her life to
this unusual but important task.

And all of you who served on the committee -- I remember
the first time we put this committee together. I looked -- I said,
that's a pretty distinguished outfit. I wish I could give them five
or six jobs to do. (Laughter.) 1I'll expect you back next Monday and
then we'll -- (laughter). I do thank you so much for the work you
have done.

Let me tell you that, just as this is an important part
of the efforts that Secretary O'Leary outlined, I saw this committee
as an indispensable part of our effort to restore the confidence of
the American people in the integrity of their government. All of
these political reform issues to me are integrated. When I became
the President, I realized we had great new economic challenges, we



had profound social problems, that a lot of these things had to be
done by an energized American citizenry, but that our national
government had a role to play in moving our country through this
period of transition. And in order to do it, we needed to increase
the capacity of the government to do it through political reform, but
we also needed, as much as anything else, to increase the confidence
of the American people that, at the very least, they could trust the
United States government to tell the truth and to do the right
things.

So you have to understand that, for me, one reason this

is so 1mportant is that I see it as part of our ongoing effart to
give ent back to the American people -- Senator Glenn's
long effort to get Congress to apply to itself the same laws it
i poses on the private sector; the restrictions that I impo on
members of my administration in higﬁP55EIEIEHE‘fDr—iobbyigasgg;
' ign gove ents; and whén a i congress,

“just imposed 1 executive order on members of the Executive

Branch. All these efforts at political reform, it seems to me, are
important.

But none of these efforts can succeed unless people
believe that they can rely on their government to tell them the truth

and to do the rlght thing. e have declassified thousands of
gov nt files from secon war, ’

esident Kennedy's assassination. These actions are not only
consistent with our national securlty, they are essential to advance
our values.

So, to me, that's what this is all about. And to all
those who represent the families who have been involved in these
incidents, let me say to you, I hope you ‘feel that your government
has kept its commitment to the American‘people to tell the truth and
to do the right thing.

We discovered soon after I entered office that with the
specter of an atomic war looming like Armageddon far nearer than it
does today, the United States government 3ctually did carry out on
our citizens experiments involving radiation. That's when I ordered
the creation of this committee. Dr. Faden and the others did a
superb job. They enlisted many of our nation's most significant and
important medical and scientific ethicists. They had to determine.

first whether experiments conducted or sponsore vernment
between 44 an scientific standards of
th ime and of our times hat our

research today lives up othing less than our highest values and
our most deeply-held beliefs.

From the beginning, it was obvious to me that this
energetic committee was prepared to do its part. We declassified
thousands of pages of documents. We gave committee members the keys
to the government's doors, file cabinets and safes. For the last
year and a half, the only thing that stood between them and the truth
were all the late nights and hard work they had to put in.



This report I received today is a monumental document --
(laughter) -- in more ways than one. But it is a very, very
important piece of Americats history, and it will shape America's
future in ways that will make us a more honorable, more successful
and more ethical couiitry.

What this committee learned I would like to review today
with a little more detail than Dr. Faden said, because I think it

must be ﬁ%g;gyed_gn_ggg‘ggsigggl_gggg;x. Thousands of
government-sponsored experiments did take place at hospitals,
universities and military bases around our nation. The goal was to
understand the effects of radiation exposure on the human body.

While most of the tests were ethical by any standards,
Qgpa—wese~nnghhigal not on today's dards, but by the
standards of the time in which they were conducted. They failed both

he test of our national values and the test of humanity.

In one experience, scientists -- experiment --
scientists injected plutonium into 18 patients without their -
knowledge. In another, doctors exposed indigent cancer patients to
excessive doses of radiation, a t¥eatmentf¥om which it is virtually
impossible that they could ever benefit.

The report also demonstrates that these and other
e¥per1ments were carried out on precisely thosq_glgiggns who count
iost _on_the government for ;Ls,hg;g\:;_zgg’ggggltute and—the-gravely
jll. But the 1spossessed were not alone. Members of the military
S,
-- precisely those on whom we and our government count most -- they
were also test subjects.

Informed consent means your doctor tells you the risk of
the treatment you are about to undergo. In too many cases, informed
consent was withheld. Americans were kept in the dark about the
effects of what was being done to them. The deception extended
beyond the test subjects themselves to encompass their families and
the American people as a whole, for these experiments were kept
secret. And they were shrouded not for—a-eempelling reason of
national security, but for the simple fear of embarrassment, and that
was wrong.

Those who led the government when these decisions were
made are no longer here to take responsibility for what they did.
They are not here to apologize to the survivors, the family members
or the communities who's lives were darkened by the shadow of the
atom and these choices.

So today, on behalf of another generation of American
leaders and another generation of American citizens, the United
States of America offers a sincere apology to those of our citizens
Who were subjected to these experlments, to their families, and to
their communities.




When the government does wrong, we have a moral :
responsibility to admit it. The duty we owe to one another to tell
the truth and to protect our fellow citizens from excesses like these
is one we can never walk away from. Our government failed in that
duty, and it offers an apology to the survivors and their families
and to all the American people who must -- who must be able to rely
upon the Untied States to keep its word, to tell the truth, and to do
the right thing.

We know there are moments when words alone are not
enough. That's why I am instructing my Cabinet to use and build on
these recommendati “to~devise promptly a system of relief,
iﬁbmlingco’f’\xnigrgi%xilﬁ;h that meets the standards of justice and
conscience.

When called for, we will work with Congress to serve the-
best needs of those who w harmed. Make no mistake, as the _
63EEI%EEE"fEﬁBff“§5§§7‘EE§§§~EEE_Eircumstances where compensation is
appropriat e cs and principle. I am committed to

seelng to 1? that the United States of America lives up to its
responsibitity- =

Our greatness is measured not only in how we so
frequently do right, but also how we act when we know we've done the
wrong thing; how we confront our mistakes, make our apologies, and
take action.

That's why this morning, I signed an executive order

instructing every arm and agency of our government that conducts,
su or requlates research involving human beings to review

immediately their procedures, in Iight of the recommendations of this
report, and the best knowledge and standards available today, and to
rggg;t_hack to me by Christmas.

I have also created g{gipethig; Advisory Commission(to
supervise the process, to watch oyeé ~ such research, and to see to
it that never again do we stray ;;Pm the basic values of protecting
our people and being straight with them.

The report I received today will not be left on a shelf

to gather dust.  EVery one of its pages offers a lesson, and every
Sson will be learned from these good people who put a year and a
half of their lives into the effort to set America straight.

Medical and scientific progress depends upon learning
about people's responses to new medicines, to new cutting-edge
treatments. Without this kind of research, our children would still
be dying from polio and other killers. Without responsible radiation
research, we wouldn't be making the progress we are in the war on
cancer. We have to continue to research, but there is a right way
and a wrong way to do it. S

There are local citizens' review boards, there are
requlations that establish proper informed consent and ensure that



experiments are conducted ethically. But in overseeing this
necessary research, we must never relax our vigilance.

The breathtaking advances in science and technology
demand thigﬁygﬂg;ggygfkegp our ethical watchliqg rning. No matter
how_rapid e pace of change, it can never outrun our —core

convictions that have stood us so well as a nation for more than 200
years now, through many different scientific revolutions.

I believe we will meet the test of our times -- that as
science and technology evolve, our ethical conscience will grow, not
shrink. Informed consent, community right-to-know, our entire
battery of essential human protections -- all these grew up in
response to the health and humanitarian crises of this 20th century.
They are proof that we are equal to our challenges.

Science is not ever simply objective. It emerges from
the crucible of historical circumstances and personal experience.
Times of crisis and fear can call forth bad science, even science we
know in retrospect to be unethical. Let us remember the difficult
years chronicled in this report, and think about how good people
could have done things that we know were wrong.

Let these pages serve as an internal reminder to hold,
humility and moral accountability in higher esteem than we do the
“latest development in technology. Let us remember, too, that
cynicism about government has roots in historical circumstances.
Because of stonewallings and evasions in the past, times when a
family member or a neighbor suffered an injustice and had nowhere to
turn and couldn't even get the facts, some Americans lost faith in
the promise of our democracy. Government was very powerful, but very
far away and not trusted to be ethical. _

So today, by making ourselves accountable for the sins
of the past, I hope more than anything else, we are laying the
foundation stone for a new era. Good people, like these members of
Congress who have labored on this issue for a long time, and have
devoted their careers to trying to do the right thing, and having
people justifiably feel confidence in the work of their
representatives. They will continue to work to see that we implement
these recommendations. s~

And under our watch, we will no longer hide the truth
from our citizens. We will act as if all that we do will see the
light of day. Nothing that happens in Washington will ever be more
important in anyone's life affected by these experiments, perhaps,
than these reports we issue today. But all of us as Americans will
be better off because of the larger lesson we learned in this
exercise and because of our continuing effort to demonstrate to our
people that we can be faithful to their values.

Thank you very much. (Applause.)

END : 11:23 A.M. EDT



