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Mr, DOMENICI, I se¢ po reazon
whatsoever. The President kas twice
sent the compact to the Congreas and
1 would strongly rexist any kmplication
that he has not sincere ln doing so. In
the discumions with the administre.
tion leading to this resvlution, the
arigina) msumption eontained Io thia
President's budget that tunding woula
occur in function 150 in the Depatt-
menl of Stale was deopped by the ad-
ministration. The arumption of this
Tesolution i3 the saems a3 has twice
been agreed upan by the Budget Cotn-
mittee, and that is that funding for
Lhe {reely ausociated states wil) contin.
ue o function 800 In the Depariment
of the Interior, 1 can not conceive of
the Department of the Interior, with
the full subport of the Office of Mag-
agemant and Budget, not traamitiing
the necessary supplemental in suffi-
cient lime for enstlement prior to fiscal
Yyear 1986. I wouid like Lo commend
the Senstor for his strong support {or
the compact, and it is & tribute o him
and also o the distinguished Senator
from Louisiana, Senator Jaorwsrox,
that the compact has twice been re.
ported unanimously to the Ssnale. I
look forward Lo its early passage as re.
ported by the commitiee and can
Assure the Senator of my full support
in enactment of the DECEAIAry supple-
memiu which the President will re-
Quast,

SACCHARIN ETUDY AND LABEL-
X)ol(z ACT AMENDMENTS OF
198

The PRESIDING OFFICER. Under
the previous order, the hour of 4 p.m.
having arrivad, the Senate wil} turn to
the conuideration of 8. 484, which the
elerk will state by title.

The asaistant Jegisiative clerk wil)
read as {ollows:

A bill (8. 484) e amend the Baccharin
Study and Labellng Act. .

The Scnate procecded to consider
the blll which had been reported from
the Committes on Labor and Human
Rasources, with an amendment:

8:1 page 3, Uine 3, strike “1968", and Inscrt

8o s to make the bill read:

8.4

Be ¢ enacted by the Senate and House of
Representativer of the United Stmtes af
Amenca tn Conprets assembled. Thal sac.
tion 3 of the Sarchxrin Study and Labeling
Act (21 US.C. 248 nL) Is amended by strik-
ing oul "'During the period beginring on the
oate of enacunent of this Act and ending
twenty-four months after Ure date of enact.
ment of the Sasubarin Siudy ang labeling
ACl Amendment of 1983" and iRserting in
llku 9:’-;"”1 “During the period ending May

. 3987,

Mr. HATCH. Mr, Prealdent, 1 bring
to the floar for final consideration B,
184, which extends the Saccharin
Study and Labeling Act for 2 years. It
% subiect 10 & titnp agreemen) worked
aut between myself and the comniittee
majority.
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The Labor snd Human Resources
Comumittee ordered the iy reported
on April 17, 1345 without <apposition.

The Saccharin Study and Labeling
Act was passed In 3378 in

tumar
Fats. At that time ssocharin had been
in use 8z an artifictal sweetner fot over
80 years and hid never been exusally
unkedtolnymmuorduthm
humans. It was an important factor In
the phyaical and emotiona} health of
dishetics and others who feed Lo con.
trol their wetght or calorie tnizke.

The FDA prompted conaid-
erable congressional interest, Alter
pursuing ita own inquiry, Congress felt
that the evidence at that time was n-
sufticient to conclude that ssecharin
¥is a significant health risk i
humans, and found that st conferred
resl benefits on & significant portion
of the populstion. Congress response
Wis the Saccharin Study and Labeling
Act. which forbude PDA from meoving
fixuinst ssccharin solely on the hasiy of
g-u avallable when it war enacted

atep clearly conveyed to FDA
Congresy’ tntent that the &gency have
meore solld and substantial evidence of
© human health riak before it restrict.
63 or eliminated the use of the weel-
ener.

Despite the passage of 7 yesrs, the
esentinl conditions have not changed,
thus 5. 484's extension of the act i
completely appropriste, Specifically,
though several important studics have
been completed since that time, no sci.
entisia at the hearing on the bl feit
that saccharin has been demonstrated
o be » tiguificant humen health risk
or that the current evidence WRITRNLS
its removal from Lhe market, Addition.
sl studies are currently underway to
2y to determine saccharin's mecha.
nixm of sction In humans, But 7 years
aiter passage of the original act, there
is stlll no evidence thut isa
carcinogen In humane, despite an un-
usually long marketing history. And
the Commissioner of -the Food and
Drug Administration testifsed:

[A)s (0 the past, we stlll do not sdeqtintaly
w'metmerwulouhequcmm and
uncertainties giving rise to the originad 1917
saocharin mormtorium. The actual riak, if
any, of saccharin 1o hiutmana atill appesrs to
be slight, however,

Further. saccharin‘s importance to
the health of diabetics ang others,
while somewhat diminished in several
applications by the n.vnllnbmt%h of
Mpartame, remsins signitioant. Thus,
the American Diabstes Association
and the Juventle Diabetes Foundatjon,
Among others, support the extension,

I note In conclusion that the so-
calied moratorium in the 8accharin
Study and Labeling Act i5 not abso-
lute, but simply imposes certain limi-
ation: on regulatory action sgainst
the sweetener. Should {nformation
ecomer svatlable during the next 2 vears

S 5489
demonstratin Bie hew
deme 8 8 publle th risk

wse of smecharin,

under . 484 the PDA retaing the su.
thorfty to take setion

Tus 1 have 7o Besttation My asking
my collexgues Lo support this b, Itis
2 bipartisan dM, gxd it & pazsed omt of
committee without an Opposing vote.

We have sgreed o & time agreement
on this b with ane amendment,

Mr. President, ¥ reserve the remain-
der of my Lime.

Mr, KERNEDY sddressed the Chair,

The PRESIDING OFPICER. Who

yielde time?

Mr. METZENBAUM. Mr, Presigent,
1yie)d the Besator tiwe.

Mr. XENXEDY. Mr, Preaident, 1
support this bill to extand the Baccha.
rin Btudy and Labellng Act.

Saccharin 42 an Important part of
the dle;s of mull;y &me!ﬂuns who need
Lo av0ld sugar intake. I | particulariy
imporiant for disbetics. ’

‘While soms t| have changed m
the artificial sweetsner flsld since the
last extension of this legislution —in-
cluding the development of sspartame
And new studies sugpating cyelamates
may nol be carcinogenic—there does
not appesr (o be a fully sutistactory
substitvte for amecharin currently
availzble,

The committee hesrings we held re.
inforced my belef that an extension
of the ban moratorium 15 ap-
propriate st this time.

Senator Mrrzmsavx wil) be offering

harmful  sffects from
aspariame consumptlon—particularly
a! high doze levels.

Our conumitiae repart mandates that
these tests occur. It saems to me -
Dropriate that consumers should be
able ta monitor their own consump-
tion of aspartame,

Mr. Presjdent, 1 hope that the Mem-
bera of this body will spport Senator
MEIZENBAUN'S amendment 1o ingure
that the consumers of this eontmuy
would be able to make that determina.
gon ln terms of their own consump-

ok,

Mr. Preaident, on the bill itself, was
there not time yielded to the Senator
{rom Masaachusctis?

The PRESIDING OFFICER. T did
not catch the request of the Senator
from Ohio,

Mr. KENNEDY. On the bill itself, is
Rot the time divided between the Sen-
ator from Utah snd the Senator from
Massachusetts?

The PRESIDING OPFICER. It is di-
vided between the Senator {rom Utah
and the Benator from Ohio or their
designee, T did not eatch how much
timethe Senator from Ohlo yielded.

Mr. KENNEDY. I thank the Chalr.
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Mr. METZENBAUM. Rtr. President,
I appreciate the support of the distin.
guished Senator from Massachusetts,
whose record in the ficld of health leg.
tslation Ls second to none in this Con.
gress. We have before us the bl to
extend the period of exemption from
the Delaney Act for the continued use
of saccharin, 1 supported that exten-
sion hecause the distinguished chair-
man of the committee was kind
enough to set a hearing not alone on
the lssue of saccharin but on the issue
of saccharin and other sweeteners, in.
cluding cyclamate and aspartame,

Qut of that hearing, the Committee
concluded that there should be an ex.
tenslon of the saccharin exemption,
not for J years buzt for 2 years. In adai-
ton, the Committee provided that the

and Drug Administration must
report to the Congress on how the
label laws for saccharin are being ob-
served. It is & fact that some compa-
nhies sre complying with the law while
others are not. For others it is & ques-
tion of degree-—some labels are {n
typeface 50 tiny that i §s almost im-
possible to read.

The real issue that we have before
us here today, Mr. President, relates
to the aspartame labeling amendment
which I shall shortly send to the desk.
What this amendment would do is
amend the Saccharin Study and Label-
ing Act to provide that any soft drink
%hich contalns aspartame shall state
the total number of milligrams of
Aspartame contained in such serving
of such soft drink.

I want Members of this body to un-
derstand where we stand on this issue.
1 shall not raise my voice during this
debate. I shall not tmplore Senators to
vote for my smendment. I shall ask
themn only to consider the merits of
the issue. If they consider the merits
of the issue, then they have to vote for
the amendment because, on the
merits, people have a right to know
how much aspartame is in the product
that they are drinking. That s sl}.

Nobody is saying that consumer
cannot use aspartame. point out to
my collengues that, as & matter of fact,
the National Soft Drink Association,
the organization that represents all of
the soft drink people. at one point was
prepared to take a position totally op-
posed 10 the use of aspsrtame in soft
arinks. They never took quite that po-
sitlon as I shall discuss later.

Mr. President, {{ this amendment
passes, the Industry will have 18
months W Umplement It provisfons,
We are willing to tive the industry
adequate time to make the changes on
the eans so0 that people may learm
what i3 in the product that they are

ingesting.
Mr. President, let me at the begin.
ning deal with a prevalent misconcep-

tion about this amendment, Lobbyists
have been on the telephone. scunying
around all over the Hall, calling Mem.-
bers of this body. telling everyone that
this amendment will. in some way,
injure the byl They have jndicated
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that there Is an urgent need for the
saccharin  extension and that my
amendment will siow the bil} down
snd even kil) it

I want Members of thix body to un.
derstand that that claim i3 totally
absurd. The FDA Commissioner, Dr.,
testified st our hearing as fol-

lmuuemphuhcthumllmehm
were nol extended, It would take a period of
time for FDA to evaluate fig sction and then
proceed through preliminary and ftnal rute-
making which would be in ftself, & couple of
Years' process ... with the most rapid
aclion it 4s 180 days to a year.

It appears my colleague, with whom
1 worked very well, the chairman of
the committee, wrote a letter on this
subject. He indicated in that letter
that the attachment of my amend-
ment o this bill would jeopardize the
bill’s fate in the House. I thought that
Wis an Important statement for him to
be making, 20 1 called the distin-
guished chairman of the House com-
mittee having jurisdiction over this
matter.

I am pleased 1o report o my col-
leagues that he does not confirm that
It would cause delay. Actually, he said
that until he knows what the amend.
ment specifically provides, he is hardly
In a position to make any such indica.
tion. However, there ls certainly no In.
dieation that it would kill the bil), .

Mr. SIMON. Would my colleague
yield for 1 minute?

Mr. METZENBAUM. I do indeed
yield. .

Mr. SIMON. I thank him for yleld-
ing,

Mr. President. I think the point he
made a moment ago needs underscor-
ing. He mentioned lobbyists contacting
Members of the Senate on his smend-
ment. They were contacting on the
basis that he had s 6-month time limi-
tation. In fact, with that 18 months,
there should be no difficulty for any
bottler to accommodate Lo this reality,
It just seems to me that the Senator's
tmendment can do no harm and very
well may do some good in safeguarding
the people of this country, particular.
ly some who may have some very real
problems with this particuiar ingredi-
ent.

Mr. METZENBAUM. Mr. President,
I very much appreciate the comments
and the support of my friend and col-
league from Illinois. I have no reserva.
tion In saying that, indeed, at one
polnt, we were contemplating 6
months.

The Senator from Ilinols had indi-
cated his concern about that being too
short a period of time. } agreed with
the Senalor's contention, and there.
fore I put in the 18-months {igure,
However, the issue Is not 50 much how
long the Industry will have to imple-
ment the amendment. The issue is can
we prevail upon the Industry to dus-
close how much aspartame is in the
can or the bottic?

Mr. SIMON. 1 thank the Senslor
from Ohlo.
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In his leadership on this matter as (n
many others, I have referred to him,
half In jest and half not i Jest, as the
Uger of the Senate. He is thay He gets
hold of an fssue and fights for the
cause. He hax been fighting for the
health of the people of this country. |
commenguhhn. and I am pleased to
support amendment.

Mr. METZENBAUM. 1 appreciate
the support of the Senator from I1li-
nois. who has served well and with dis-
tinction in the Congress of the United
States. and we are happy to have him
in this body.

M. President, 1 should like now to
gt Lo address the substance of this

ue.

During the committee hearing, we
had an sspartame acientific panel as
well expert FDA testimony on aspar-
tame. Aspartame fasues were examined
in extensive detail. This amendment
evolved from that hearing and I would
now like to offer three basic reasons
for its passage.

Reason No. 1 s the consumer's right
1o know. People have g right to xnow
sbout the makeup of the products
they consume. It i3 no secret that the
distinguished Senator from Florida
IMrs. Hawxins} snd I have a bil)
pending which has to do with the la-
beling of products generally, :

Reason No. 2, the FDA as well as
doctors around the country have re.
ceived hundreds of complaints from
people who believe that they have had
gdverse physical reactions o Nutra-

weet.,

Professor Wurtman of MIT made a
very strong case at the hearing for
quantity labeling, on the basis that
physicians treating these complaints
would at least know how much has
been consumed. They will be able to
take Into consideration, In making
their diagnosis, whether the taking or
the use of acpartame was s factor,

Professor Wurtman also argued that
those with symptoms who consumed
large amounts of NutraSweet will be
able to gauge thelir consumption, snd
those who think they have symploms
but in reality have consumed only
small amounts of NutraSweet would
be able to stop worrying.

Third, significant medical and safely
questions have been raised about
NutraSweet, and 1 will get into some
of those questions as we proceed In the
debate this afternoon.

Clearly, we need to provide people
with more Information about this
product than they already have, With
respect to the criteris of saspartame or
NutraSweet safety. the food and
safety law i clear, The Government
does not have to prove that s particu.
lar food additive or artificisl sweetner
Is harmful. The Government does not
have that burden of prool. The many
faciurer must prove that it is safe any
that there is reasonablie certainty that
No harm wil} result from its use,

I should lixe (o share with my col
leagues the histors of NutraSwect. Jr,
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1077, the Food and Drug Administra-
tlon recommended that Searle—it is
their product—be brought before s
grand jury, on the basis that fts test-
ng procedures were irregular and that
{alze statements were made. It was the
FDA that made that recommendation.
These tests {ncluded many of the key
NutraSweet tests.

In 1980, a public boxrd of Inquiry
recommended that NytraSweet not be
approved until further tests on brain
tumors tould be dealt with. The FDA
Commlasioner rejected that finding
and approved NutraSweet. I will
teturn to that Issue AL & laler point in
the debate.

At the hearing. we referred to in-
house FDA memos which showed that
three of the six FDA scientists advis-
ing the Commissioner. the so-called
Commissioner's team, recommended
that NutraSweet not be spproved be.
Cause certaln tests were still dubious,
We have, In addition. the concern ex-
pressed by Dr. Wurtman about the ef-
fecls on brain chemistry of aspartame,
toncerns which the Soft Drink Asso-
ciation tself cited in its draft objec-
Uon to NutraSweet in 1983 I will
retwrn to that draft objection of the
Solt lll)m Associstion subsequent)y,
as well.

Clesrly, questions surround this
product.,
In addition to those questions

having to do with the testing and ap-
proval of NutraSweet. there is also the
ssue of the ADI for NutraSweet. or
the acceptable maximum daily intake.

1 should like to quote from an FDA
memotrandum dated January 8, 1983;

The Buresu of Foods had previously eval-
usled the results of duta from an extremcly
romprehensive animal testing program snd
established the acceplable maximum daily
intake. the ADL. for sspartame to be 20 mil.
Llllnm per kilogram of body weight per

5. This figure s dased on apolication of a
hundredfold safety factor to the no-effect
dose, 2.900 milligrams per kiligram, tn &
ehronic rat study.

‘What does that mean? It roeans that
the FDA normally applies & hundred
{old safety factor to regulated food ad-
ditives. In the case of sspartame, ther
paade an exception. They (ncreascd
the AD! to 50 milligrams per kilogram,
pnd they sald they had the tests to
prove that this could be done safely.

What does an ADI really mean.

What an AD! means is this: if you
Aelgh 150 pounds, you would have to
g:nk 17 cans of diet soda with 100

reent NutraSweet (o hit the accept-
able maximum dally intake.

1 do not really believe that many
people drink 17 cans of diet soda with
100 percent NutraSweet and hit the

[. However, If you are a child
weighing 25 to 30 pounds, you would
hit that limit with three or {our cans
of sods. That is not something that 13
going to happen to all kids. But cor.
tainly large numters of children are
}lktlly to consume NutraSwect at these
evels,

Nobody is saying that someone is
going 1o kee! over tf they excsed the
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ADI on a given day. But with a1 the
concerns ralsed about the safety of
NutraSweet. does It not make sense, is
{t not Jogical. for Individuats and thelr
physicians to know how much Nutra-
Sweet i3 in the diet soda?

What could be so terrible about, stat-
Ing the amount? How else wil] the user
or the physician know If the person I3
exceeding  reasonable consumption
limits. particularly during the summer
months?

Some would say, "Well, even (f we
told them the amount, they wouldn't

understand.” Some would, Some would -

not. But what in the world is 5o horrif.
ic? What (n the world is so terribie?
Why s it such a problem for the Ln-
dustry. within 18 months. to change
thelr cans to indicate the amount of
aspartame—that s  NutraSweel—in

the product?

Some would say, “Why label only
soft drinks?" The answer to that s
soft drinks are the major source of
NutraSweet consumption.

Those who argue against the amend.
ment on the basis that it singles out
5aft drinks are very quick to point gut
that they do not support labeling of
aAny products containing NutraSweet.

Besides, If we mandate labeling of
$o{t drinks, do you not think the other
manufacturers will get the message
and seriously consider implementing
their own labeling?

Some would argue—and it has been
stated—"Why don't you indicate how
much sugar there Is an the label?" As
8 matter of fact, {{ somebody cares to
offer an amendment or Lo ‘suggest
such labeling. 1 would have no prob-
lem with that. I am one who firmly be-
lieves that the more the individual is
able to know about the food he or she
consumes, the better chance that indi-
vidual has In seeing to It that the food
Ingested by him or her will be health.
lf‘ul and not dangercus Lo his or her

fe.

Dr. Roberts. of the National Soft
Drink Association, testiffed at the
hearing and said if & consumer wants
10 know how much NutraSweet s in s
tan of dict soda. they can write the
National Soft Drink Association in
Washington to find out. He said:

We like people to have this informstion so
we have no objection whatsoever, and. in ad-
dition, we iry {0 provide sdditional tnfortna.
tion by putung our sssociuted kinds of bro-
chures.

S0 they sre saying. "You can get the
information. we are willing to give it to
you. we might even make up a bro-
chure, but we don't want to put it on
the can.”

Why? Is It that there is no room on
1He can” Is 1t that the people are just
(oo nosy. to [ind that out?

I went to & can of Diet Coke to see
what was on the can. Mr. President.
they have enough reading material on
the can to fill the ConGressionat
Rrcorp,

On the front label they say. 100
percent NutraSweet brand sweetener.”
They say, “Saccharin-free, low-calorie

8§ 5491
cols: “phenylketonurics™ oontaing
t us € & look at the of th
Diet Coke label, ¢
Nutriton Injormation per unn'a;
Serring size ¢ ? doz

Servings per container ... ... .
yorQu perserving.

Carbohydrate =~ " o
Pat

Sodium (mllleraens) e . 3
?Lam Lhan } gram.
And it continyes on. They have & lot
of material on the back of that label.
Perentage of US. recomunended .
Jowances (US. RDAY. containg lu‘tg:nul
percent of the U8, RDA of protein, vitamin
A, vitamin C, thiamine, riboflavin, niactn,
:n‘tfmm. and lu::l'o Contalns earbonated
er, CcArame) T, aspartame, (N -
::m brand), phasphoric acid, uouulwu;
nzosle preservative, natursl fla
e pres vary, eitne
That is not all. It has more on the
back bel. “NutraSweet and the
NutraSweet symbol,”
lsbel, “are the trademarks of G.D.
Searle & Co. Consumer information:
€all 1-300-GET-COKE,” and then the
number “¢3§-2653."

-0

“wo

200 milligrams of Nutrs.
Sweet in that can of Diet Coke. It
would not ruin the can or ita ADpear-
ance,

Now, the Soft Drink Association has
8150 sald that il consumers want to
know how much aspartame i3 In & can
©of Diet Coke, they ¢an call the number
on the can; 1-800-GET-COKE,

Now, my staff did just that. At 908
Am. on May 1, my staff called the
Coke consumer Inforrmation line, 1-
800-CET-COKE, and after lstening
to & jingle. the operator came on the
line. She was a very nice woman. Her
name was Pal. My staff asked her the
following Question: “Can you Lell me
how much NutrsSweet is In the can?”
Her reply, “No. I'm sorry, 1 don't have
that information™ My stafl then
asked, “Is there any lmit o the
smount you should consume?

Reply: “No. You can drink 40 cans a
day.” My staff asked her about kids.
Could they drink thst amount? Her
reply, “No problem.”

Now, FDA's acceptable maximum
dally intake for & 130-pound person is
17 cans, and for & 25- to 30-pound
person, 3to 4 cans. |

S0 1 suy that dialing 1-300 GET-
COKE does not get you very {ar in ob.
ftalning information on how much
NutraSweet is in a can of Diet Coke.
Would the Chair be €0od enough to
advise how much time the Senator
from Ohio has remaining?

The PRESIDING OFFICER. The
Senator has 32 minutes remaining.

. BAUM. 1 thank the
Chair,

I ask my colleagues to keep in ming
that the soft drink sssociation, which
is strongly opposed 1o letting consum.
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3 know how much NutrsSweet they
&re consuming. s the sxme 2xsociation
shich {n 1983 prepared a draft lega)
document objecting o NutraSweet
ever being wlloved on the market,
citing serlous and unresolved questions
about the public health,

Lzt me explaln the significance of
that statement., The National Saft
Drink Associatlon, along with the Ly
firm of Patton. Boggs & Blow. pre-
pared & documen: that was to be sub-.
mitted before the U.S. Department of
Health and
Drug

Aspartame in Carbonated ‘Beverages
and Carbonated Beversge Syrup ®ases
aad 8 Request far a Hearing on the
Objections.” The Issue before the
Food and Drug Administration at that
time. according to tlus draft objection
Was aspartame. Jfoad additives for
direct addntion Lo human food. 48 Fed-
eral Register 31376, Juty 8, 1943,

I want to explaln Lo my colleagues
that the draft legal document wes not
filed, but %t was prepared and I ask
unanimous consent that at the conclu-
sion of my remarks the entire contents
of that draft objection be included In
the Rrconn.

The PRESIDING OFFICER. With-
out objection, L 1s 30 ordered.

(Sec exhibit 1)

Mr. METZENBAUM. Although it
w3 notl filed, thmt does ot mesn that
it was not the position of the organiza.
tion at that time. It does not mean
that the findings snd the conclusions
reached in that document were not
valid. It only indicutes tivat for reasons
best known to them, unquestionably
Xbit)l:lrm reasons, they decided not to

1.

But they were not objecting to label-
Ing. which is sl that my amemdment
would do. My amendment would only
Indicate the amount of mSpariame that
12 {n the product.

Thetr objection ook the position
that aspartame should not be included
In soft drinks. That draft objection {n.
dicates that the erganization had sig-
nificant health concerms with the
product befare it was spproved for soft
drinks.

Lel me direct your attention 1o some
of the thingx that they said In that
draft docurnent:

G.D. Searle and Company has not demon.
Strited 10 a reasonabie certainty that the
use of aspartame in 50ft drinks, without
quentitative limitation, «{l) not adversely
Allect human health ax o result of the
changes such use & likely o cause in bruin
chepoustry and undar ¢eratn 1CAM0NALle AN
Lieipated conditions of use.

For these reasons. Searle has not met fis
burden of demonstratng 10 & ressonable
CErtainty that the unbimited yse of a3Dar-
Aarye, erperintly In combination with corbo-
hydrates, will not adgversely affect human
yhealth,

It went on 10 say that:

The questions posed ty Dr. Wurtmsn sre
SICRINCANE Deeause of the serousness ol the
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petetial effocts £0. chmages in Wood
Prewure aad Decause Of aspartams's antici.
PMad aidesprosd mee-ame that includes
condumplion iy polentialy vaimecabie .
£rouns, euch as children, preguant women,
And hypernctives

They weat on 0 sy in Lwmt docu.
ment:

Epecilically, Bexrte has mot yoet s barden
under saotion €04 . . . &0 detometrate Wt
MDariame i safe and dunctienal {or use tn
soft drinks,

And they further stated:

Coliectively, the extemsive deticiendies In
the stabllky sudics sondxtet U7 Soasle 10

e and unreli

Now, the Natiom! %olr Drink Asso.
cistion th August 1983, thought that
Lipartame should not de usad in goft

that they should not vote for this
tmendment. Yetl this smendment does
not provide that the product shoyld
not be sold, only that the people who
use the product have a right 10 know
how much of it they are consuming.
Now, I think that 1t is dmportant
know what occurred st the Depart.

ment of Heallth and Ruman Services advise

when aspartame was approved, 1
would ke to share with my collesgues
8 memo dated May 19, 1081, from the
Acting Associate foner for
Health Affairs on the subject of &SDAT-
tame to the Commissioner of the Food
and Drug Administration

In this memo, they state the follow-
ing:
The first and primary agenda ftem relates
to the brain tumor sue. This wax the point
on which the Pubhc Board of Inquiry con.
cluded thst safety trad not been shosn, A
firat @raft ~final decinon™ on this fasue is u3-
ahed,

They went on to say:

The major {ssue discussed at the hearing
was the' background rate for sponianeous
brain tumore tn the specific strain of rat
used by Sesrte,

They talked about the conduct of
the study.

The tonduct of all three rat studies has
been criticied by Dr. Otlney. Bome of the
SIS sclenting believe the studies were ade.
Quately conducted, whiie others tend to
agroe with Dr. Olney Lhal one or mare of
the studies was severely flawed. Again, the
dilferent positions are docusmented,

Mr. President, [ ask unan!mous con-
sent that the FDA memo be printed tn
the Rzooao at the conclusion of my re.
marks.

The PRESIDING OFFICER (Mr.
GortoN). Without objection, it Is so
ordered.

(See exhidit 2.)

Mr. METZENBAUM. Now, M;r.
President. my colleagues may go
ghead and defeat this amendment.
But 1 hope they will remember this
debate in the months ahead. ! do not
elains  childron  will develop brain
tumors. 1 do not know that. I do know
that the FDA was worried about it 1
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do know that thres of the six FDA sci.
entlsts advising the PDA Commission.
er on final approval were suflicieatly
:r’&rﬂed about 1t thae they were not
Ing Lo approve the broduct, The
&DA': own sclentists were aplit on the
ue. .o

So what we are talking ebout ds, do
e ugroe thal there wil be tadaefling in-
dleating how much SEDATIAIDG S i the
Product sr do we Ziowe eur ruinds ¢ 4]
thre questions arrounding whis pred.
uct and CIT AT backs o6 the oonsum .-
er's right  know,

Y am frank o Lell you § stand on the
Qloor and I do not have all the n.
swers. Bat T believe tixt this b3y has
30me TeIPOnsTHitity to the ehfidren,
standehildren, and aduits who are
corsuming lhmuoadﬂnk:.a\ndwl
am asking lorhmloduumuwh.\ch
1 consider 10 be the Yery minimum. To
tell the people who are drinking these
diel sadas how much Mpariame i In
the product.

Now I eolght note that seme have
said that the Diabetes Association op-
Poses Lhis amendment. My staff mpoke
with thelr Washingten representative
today. They do net sppose this arsend.
ment. Their offlcial position & to
cRution: for swegnant women
and children for both aspariame &nd
saccharine consumption.

In conclusion, Mr, President—and 1
wil] confess that I have spoken at
some length, but ! ypeak at 0me
Tength 1 am concerncd about
what mspartame may do W people if
ingested in too great quantities. I am
concerned about the possidllity of
brain tumors and other forms of drain
damage. Those who studied the issue
al the FDA were concerned as wel).

‘This amendment & basic. It s
simple. 1t does not really msk for
much, and for the life of me, I cannot
understand why the Soft Drink Asso-
ciation has spent so much time and
has done so .muych What
have they got 1o hide? All we are
aXIng Is how much aspartame & (n
the soft drink. And we are saying take
18 months. Uf you need that amount of
Ume, in arder to0 change your <30 in
order that we will not place an eco-
nomic burden on your business.

My amendment ix no big deal. It is
Dot going Lo save the world It is not
foing to solve problems tn Ricarsgua
and It is not golng to batance the
budget. But 1t {3 one Mitie step In the
Tight direction. We will be providing

surnce which poses many unanswered
questions about basic consumer heslith
and safety,

Mr. President. I do not wish to delay
the Senate with lengthy debate,
would like to gubmit for the Tecord a
number of scientific and other submis.
slons relating to saspartame. 3 114
unanimous consent that they be print.
¢d In the Recano.
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There being no objection, the mate-
rial was ordered to be printed in the
REcorp, s follows:

{From the Washington Post, Apri) 24, 1985)
SWELTENERS FACT SCRUTINY OVER SAreTY
{By Sally Squires)

Just In time for spring dieting. three art)-
{icla) sweeteners—aspartame, saccharin and
cyclunates—are in thy news.

Last weck,  Senate panel rejected an
smendment requirtng Isbellng on soft
drinks containing aspartame. This week,
Congress considers whether Lo keep sacchs.
rin on the markel. Mesnwhile a Natlona)
Academy of Sclences commitiee is reviewing
the health effects of cyclamates, which
were banned In 1970 because of a possible
link with cancer.

Despile growing sclentific evidence that
asputame  causes aiterations in  brain
chemicals and may change behavior, the
Labor and Human Resources Committee de-
feated an amendment requiring soft drinks
containing sspartame to list the amount of
the chemical on the package.

Aspartame. marketed under the trade
name NutraSweet by G.D. Searle and Co., is
used in & varlety of foods and beverages,
ranging from diet soft drinks (o the thble
sugar substitute known as Equal. Products
contzining NutraSweet carry a label warn.
ing people with the genetic disease phenyl.
ketonuria (PKU) to avoid these food and
beverages. PKU sufferers are born Iacking
an important enzyme that allows them to
digest the amino acid phenylalanine—s
building block of protein and an {mportant
constiiuent of NutraSweel. PKU (nfsnls
*ho consume phenylaianine become sevars-
ly brain.-damaged. and thus must be piaced
o‘n & restricted diet for the rest of their
Lives,

Studies In humans and in animals suggest
that aspartame can cause changes in neuro-
transmitters—the chemical substances that
send messages throughout the braln, These
changes are particularly pronounced when
asparlame s consumed with carbohydrates.
Among the health effects associated with
Aspartame consumption are headaches and
behavioral changes.

The FDA has established guidelines that
suggest limiting aspartame consumptlon to
5¢ milllgrams per kilogram of body weight,
A kllogram is equal to 2.2 pounds. This
menru that & 25-pound child (about 11 kilo-
grams) should consume no more than 350
milligrams of aspartame a day—about the
amount In four cans of diet soda,

Without labels describing how much
sspartame is included in & product, “it {3 dif-
flcult if not npossible for the patient or his
physician to know how much aspartame he
has eaten or drunk,” Dr. Richard Wurtman,
& professor at the Massachusetts Institute
of Technology. reported at a recent hearing
before the Labor snd Human Resources
Commlttee, “1 doubt that one consumer tor
physician) in & thousand now realizes. for
example, that a ean of Txb provides lass
than one fourth as much aspartame g5 & can
of Diet Pepzi or Diet Coke.”

“Although we've made some progress with
1urther NutraSweet and saccharin tests, we
2Ll have not fully protected the hexith and
righis of consumers,” said the amendinent’s
sponsor, Sen. Howard M. Metzenbaum (D~
Ohio),

“1 betleve that It 1s essential that compa-
nies which include aspartame in their prog.
ucLs be required to indicate on the labels
how much of the sweetener is present in
€ach can or gerving.” adds Wuriman. who
$a)y8 he uses aspartame himself. ] think
that It would be very rood to have labeling
of ali artificial sweeteners.™
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A spokesman for Searle satd that the com-
Pany is not “against labeling 1f it appears on
all food products. We thought It would be
unfalr 1o single out Just NutraSweet.”

“It is & very safe product. NutraSweet is
the most Ltested product on the market
todsy.”

Other recent sclentific evidence SugEests a
link between the development of nonrmnlig-
nant skin Jesions and the concumption of
aspartame. Research also suggests head-
sches and perhaps even high blood pressure
can result from combding aspartame with
ceriain medicalions,

One study. published in the Annals of In.
ternal Medicine described how a 22-year-ojd
woman who drank dally 38 Lo 44 ounces of
An sspartsme-gweetened diet drink devel-
oped skin lesions on her thighs. Controlled
Lesls over a period of weeka documented
that the ‘s Jesi disapp d and
reappeared with the use of aspartame. T'wo
other reports published earlier this year In
She American Journal of Psychiatry and the
British journal Lancet document behavioral
changes among aspartame users.

Cyclamates could again become a choice

for dieters and disbetics, A Nalions} Acade.
my of Sclences commitiee ks currently re-
viewing the sclentific litersture regarding
the banned artificial sweetner—at the re-
quest of the Fuod and Drug Administration
(FDA)=to help determine whether it causes
cancer. The committee ik expected to report
its findings in June. If the aclentific evi-
dence s inconclusive, then the commities
will design research that could answer the
safety question of cyclemstes once and for
alt.
Saccharin could soon be banned If Con.
gress refuses to extend the most recent mor-
atorfum on prohibiting ssccharin sales,
which explred Monday. In 1977, despite evi-
dence that saccharin caused blxdder exncer
in rats, Congress passed & law that allowsd
I to remain on the market. But FDA Com-
missioner Frank Young told a congressional
committee recently Lhat even if the morato-
rium Is not renewed this week, It would take
between six months and & year for saccha-
rin to be removed from the market.

{From the Science Times, Feb. 5, 19851
SwreTenes Wornies SOME SCIENTISTS
{By Jane E. Brody)

As sales of aspartame, the natlon’s newest
artificia) sweetener. expand Tapidly among
millions of users, scientific concern is also
growing among some researchers about Its
safety.

The researchers are alarmed by recent re-
ports that a small percentage of users, in-
cluding st least two young children, may
have suffered severe adverse reactions to
ssbartame. Especinlly worrisome are reac.
tions involving the brain, including setzures,
incapacitating headaches, dlzziness, behav-
foral changes and depression,

Although there s at present no evidence,
there Is concern, too, over the Possidbility
that In some consumers. aspartame may
cause subtle disruptions In the balance of
brain chemicals that tnfluence mood. alert-
nhess and hunger for certain nutrients.
Animal studies have raised the {ssue but Its
investigation Is only just beginning.

Two scientists, Dr. €. Kelth Conners of
Children’s Hospital in Washington and Dr.
Richard Wurtman of the Massachusetts In.
stitute of Technology. believe that the Food
and Drug Administration mixled the public
on aspariame’s safety by undersiating the
concern volced in & recent official scientific
anzlysis of consumer compiaints,

“1I you read the C.D.C. repert,” Dr, Wurt.
man said In sn interview, referring to the
nationsl Centers for Disease Control, it
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doesn't sound nearly 3o complacent as the
F.D.A. Talk Paper that Interpreted the ting.
ings for the public.”

According Lo the C.D.C., ity detalied lnves.
tigation of 200 consumer complalnts, out of
more than 600 recelved, suggests the necd
for a systemstlic study of adverge elfects, ex-
pecially neurclogical and behavjoral effects,
which accounted for 67 percent of the com-
plaints recelved,

“The number of Instances of persons ¢hal-
lenging themselves several times with aspar-
tame-conlalning products and reporting
symptoms with esch rechallenge suggcsts
that some Individuals may be sengitive,” the
report states. “The only way to clesrly de-
termine this Is through focused clinieal
studles.” Citing the “subtlety and potential
serlousness of some of the manifestations™
reported by consumers, the disease control
centers sald the studies should concentrats
On such symploms &3 “hesdaches, mood &)
terations and behavior changes *

The manulacturer of aspartame, G.D.
Searie & Company, sald a proposal for a
clinical study has been submitted to the
F.D.A.. but there are as yet no plans to ae-
tively monitor the effects of sspartame in
the genera! population,

Searle says the C.D.C, findings are not
surprising, civen the fact that more than
100 miltion people now use sspartame. Dr.
Gerald E. Gaull, vice president for nutrition
and medicat affairs for aspartame st Searle,
3aid It 15 possible that “s few people may be
allergic or sensitive to 1t.” He sdded that
“lor those few people, the issue is not one of
1afety but rather of food selection.”

Both the drur sgency and Searie sy
sspartame is the most extensively studied
food additive In history and that the studies
clearly establish its safely. Dr. Gaull noted,
“It’s not just the P.DA. that has viewed the
lesls a5 adequate, but also the World Health
Or {zation an rable regulstory
agencies in Cansda, the United Kingdom,
Japan and about 37 other countries.*

Dr. SBanford Miller, head of the F.D.A.'s
Bureau of Foods, sald: “1 don't know of any
substance in recent years that's been looked
st with the intensity of aspartame. No one
had yet come up with the slightest evidence
to show we were wrong in approving .

However, some rescarchers and consumer
orgsnizations assert that the studies have
not been careful or far.-reaching enough Lo
eslablish Lhe safety of aspartame, which iy
now entering Lthe food supply at an unprece-
dented rate foliowing its approval in 1983
for use {n soft drinks,

For example. Dr. Walle Nauta, & Massa.
chusells Institute of Technology psycholo-
tist who heads a public board of tnquiry
that was asked by the F.D.A. In 1980 to
review safety concemns about aspartame, has
said that had the panel known how widely
aspartame would be used, it would have
issued stronger recommendations. He told
Common Cause, » public affairs organiza.
tion that completad » nine-month investiga.
tion of mspartame fast year, that use of
aspartame In soft drinks “never figured in
our decision meking.”

Dr. Naula's panel was also limited in Ity
sssexsament Lo Inlerpreting the resulls of
safety tests. Whether the tests were proper.
ly conducted In the first place was not con.
sldered, he said.

YOUND IN WIDE VARIETY OF FOODS

Aspariame, marketed a3 Nutra-Sweet
(when used as a food additive) and Equal
(the table-lop version), is now found In such
f00ds &3 2011 drinks, gum, break{nst cereals,
mixes for hot chocolate and cold drinks and
pudding mixes. Although In mest products
It Is combined with either SUgAr or saccha.
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n. & trend {5 alresdy evident toward the
% of asparteme 03 Lhe sole sweeteper In
rocexsed foods. Coes-Cota and Pepal-cols,
r—example, announced they would be
sing t wlone th diet oM drinks. wnd Ra)-
ton-Purina has just tntroduced s mew
ereal, Sunflakes, swveclened only with
Apartame, food processors have
lled proposuls to use the sweetener in
rogurt, doe crearn wnd Navored .

Since {t was spproved for use tn this coun.
Iy in 18], woridwide eales of mapartame
Ave grown from 574 million tn 1962 Lo 8800
millioa Jast year. K has boen an enermous
fimancial Seont fer o cempanry that s decsde
420 was swrofied in ooetly comtroversy over

the qualky of iLs safety tests on severs!
major drugs end aspurtame,
Aspartame wpproved for

in 1054, wot ihe

marketing 5 approval wag
quickly stayed when & sctentist, Dr. Jahn
Oiney of Washingten University, wnd an at-
tormey, James B. Turmer, sbiected on the
basis of Dr. Olney's findings in animals that
tspartame might cawse oancerous brain
tumors. Dr. Olney comains a strong critic of
aspartame approval. Mr. Turner, & con-
umer advecate with the Communily Nutrie
uon lnstitute In Washingion, said the stud-
les nieeded W clarify this risk had pot yer
been properly done. The instutute racently
pedtionsd the Unied States Court of Ap-
peals for the District of Columbi W hall
further masrketing olﬁupuum products

ding the

a7 d public
z:nn. OO0 aspartame’s safety.
N

or were & mumber of key studias that

been calied wto geestion as aclentifical.
Iy lacking In design and execution ever
redope. according 10 Comumon Cause and
Mr. Tumer, Nonetheless. in 1981, Arthur
Hull Hayes, then Commissioner of Food and
Drugs. approved aspartame for use in dry
fosds and as & tabletop sweetener. Two
years Iuter Mark Novich, s acting commis-
stoner, approved aspartame {0r use n moth
drinks. Soon after Dr. Huyes teft the Agency

drates by depleting the brain of & chemical
that registers earbohydeals saliety,

Dr. Conoers B worried about aspartame’s
elfecls an certain highly sensitive individ.
Vals. Re has studied 1wo young children
who auffer extreme asitation fallowing
doses of aspertame equivalent 40 the
amount feund in & six-ousce serving of
Kool-Ald swaetened with NutraSweet. One
o1 the children beoomes so agltated he hac

MDartane
into its component amine ackis and melhy!
aloohol.

Bclentific concern has focused 04 phenyl
alanine, sloce some psaple sare¢ unable to
o s 1 s e ey i

y that ean ¢ Ll

A phenylalanine bulldy
Feiponse 10 mapartame, coukd endanger an
unborn c¢hild whose mother has high Jevels
of phenylalanine in her blood In pregnancy,
some scienlists say. Dr. Willlam Pardridge
8! the University of Callfornia st Los Ange-
1es. for one, s worried about possible detri.
mental effects on 1.Q. tn the ohiidren of
phenylalanine-intolersnt women who con.
sume large amounts of aspariame in preg-
nancy.

Phesylalanine Is also the precursor 1o ty-
rosine, & neurolransmitter in the brain. 4
fooent aludy In rats by researchers in Dr.
Wurtman's ladboratory showed that azpar-
tame can cause large bulldups of phenyl.
alanine and tyrosine (n the brain. However,
Dr. Wurtman has noted that rats process
phenylalanine differently Irom people. He
added that & fedarslly {inanced study of the

&nd Look & job as senior medical 0
for Burson-Marsteller, & public relations
Agency thad represents Searle. The compe-
0y says Dr. Hayos, who is also dean of New
Yort Modical Callege, has never consulted
on anylhing having o do with sspartame or
ANy other product hie ruled on Al the drug
agency.
MANY PACTORE IN POPULARITY

Among the reasons aspartame s so popu:
Iar sre that It provides the sweetening
power of sugar &t one-lenth the calotic cost;
unlike products made with saccharin, it does
niot carry s warning about cancer risk and it
tstes very much like sugar but, unitke 3ac.
charnin, has no unpleasant aftertaste.

The drug sgency has eet sn sllowsble
dally lntake of 50 milligtams of aspartame
per kilogramn of body welght, and the
agency predicted that sctusl average use
would run around eight w0 wn milligrams.
According to Dr. Geull of Searle. levels of
use found (n & nations! survey last spring
showed that the average was then already
tuice that~19 milhigrems—end the maxi-
mum level tonsumed by “sspertame ebus-
o73” was 38 miliigrams. A United States st-
tomey representing the P.D.A. st in court
a3t monih that averuge consumption s now
30 milligrams and that many cunsumers are
shove the 50 mulbgrums maximum suggest.
ed

According to Dr. Wurtman. some consum-
€13 cun eaxily reach consumption levels that
have been linked in animal studies to ad-
verse effects on braun chemicals. Ironicalls,
he added. thoee using the sweetener to ton.
trol calories may be defeating their purpose,
unce i studies show high leveh of aspar-
ame may trigger s craving for carbohy.

behavioral effects of sspartame in animals
and le was now under way in his labora-
tory,

{Western Unlon Telogram, Apr. 22, 1985)

Senstor Howano Mrrerssause,
Capitol One DC.

With your permission § would Uke to am-
Blly some of my responses Lo the questions
that you asked me during the recent com.
mittee hearings on artificis! sweeteners:

1. Many foods besides aspartmme appar-
ently cause chemical changes tn the brain.
Examples include virtually ail carbohy-
drates (sugars and starches), proteins, le-
cithins, and eaffeine. However, the particu.
Tar changes that follow sapartame oonsump.
tion hsve not been associsted with other
foods, and thus must be fully evaluated to
detertnine thelr effects on health and be.
havior. This evalustion should be pursued
vigorously. Herealter it must be axsumed
that all new food’ additives will require s
wmilar careful evalustion.

2. Yor the reasons that 1 Indicsted. 1 be.
lieve 1t i3 important that food labels should
now include the quantities of aspartame
that the products contain. 1 also believe.
though. that similar information should be
provided about their contents of other food
additives, becsuse this s good nutritional
policy. because health
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should be subject Lo ¢ review, as
new information m:\ﬂhuhl s gffects
€or Inck 0f effects) accumulates, uitimntely 1
would llke Lo see labels also thelnde tnforma.
tien sbowt the upper Umks of dally con.
sumpiion for ehlidren and adules. but for
the present, 1 believe that Indicsling the
quantities of aspartame i each product
would constitute an important and oeces.
nry tirst step.

4. I belelve that well deslgned, placeno.
controlled clinica) studies should be intitat-
ed. particularly on mpsrtame’s possihle In-

after sspartame coasumption). The oro-
‘Dowed studies should use AD] doses of aspar-
twine, fiven acutely and chonleally Jor many
days, in circumstances atmi
whith people may actusily use The sweeten.
¥ (for exumple. taken wiong ¥ith some die.
tary carbohydrates and by people on weight
reduction diets). § hope s00n to injtiate such
studies a1 MIT's clinical research center,
and understand that other Institutions are
also dong so.

Thank you for considering these com.
ments.

Eincerely yours, .
Ricuazp Wustian, N.D..
Profassor, ML1.T.

Untvinssry or Cartvoria,
Los Ascries,
April 22, 1985,

Htatement Lo Senator Howars Mrrrrssavu:

you for glving me the opportunity
50 express my views on the potential safety
Issues related to the effects on the brain of
high dose usage of & new dipeptide sweeten-
€r, aspartame.

1. U high dose aspartame usage does have
Tharmiul elfects. the sequelse are likely me-
disted vis the phenylalaniae ¢ of
fipartame, and not via the two other com-
» § of the compound, ¢£., Mspariate or
methanol, or via the dipeptide liself. Among
the Ussues of the body, Lhe brain is selec.
Lvaly vuineradle Lo large tncreasos in biood
phenylalanine. Thus, If aspartame. s 40 have
8oy hanmlu! effacts, it is most Jkely that
the brain will be the target organ of aspar-
tame-induced sequelae. Indeed, Lhe Center
for Di Control recently luded, “Lhe
highest priority for any tn-future investigs-
tion might be in the neuralogic/bebaviora)
area®,

2, A central question 3, “what 4 & sub-
suntal increase In blood pheayhlenine
caused by aspartame igestion?” The 1980
Pudlic Board of Inguiry concluded that s
minlmum taxic threshold of blood phenyl.
slanine of 0.5-0.6 mM may be used tn man,
and blood concentrations below this critical
ihreshold may be considered harmiess. 1f
the threshold concept s true, then 1 do not
believe that sspartame will eause harmiut
eflects since even high dose sspartame
usage will rarely cause an incresse of blood
phenylalanine up Lo 0.5-0.6 md. However. 2
review of the medica) lterature indicates
ihat there s \nsufficient evidence to con.
tlude that the relationship between hizh
blood phenylatsnine and drain disorders fol-
lows & threshold relstionship. Recent evi-
cence indicates that the relstiomship be.
tween blood phesoylslanine increases and
train elfecws is & linear one (1.2, And that

be quite ditferent from the effects of giving
the ilxldl\'lduu pounds By Lh e

1. 1 am not proposing that the AD] for
aspariame be changed &t this time: 1°'d have
Alfliculty justifying soy specific pumber rig-
orously. Rsther, 1 belteve that the AD!

> 0 Braun function occur when biood
phenylalanine rises In increments of 0.25
mM (1.2}, For example. there is & 10.5 paint
drop in 1.Q. In infants born of mothers with
blood phenylalanine increases in the rangs

| Bl |
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of 0.25 mM over normal levels (1,3). Another
study shows that neuropsychologic perform-
ance in children, e, choloe reaction time,
is sitered when plasma phenylalanine iz in-
creased In the 0.235 mM range (2), These Lwo
studies are Wustrative in that they describe
effects In the two groups who are most st
Hsk Lo develop high blood phenylalanine;
(8) developing fetusex, owing to the ability
of the placental membrane o concentrate
plienylalanine inslde the felus, and (b) 7-12
year old chlldren who, owing to their re-
duced body welght, consume high doses of
aspartame in terms of mg/kg/day.

3. The studies showing effects on the
brain in man of blood phenslalantne in the
0.25 mM range are of importance since the
avalinble dats (ndicates that platms pheny-
lalanine will increase Lo this level in humans
consuming wspartame on the order of 25
mg/kg. three times s day, particularly tn he-
terorygotes (4) (and there iz an estimated 4-
30 miilion heleroeygotes In this country)
(1), Although 23 mg/kg three times per day,
or 15 mg/kg/day, is nearly ten-fold greater
than the expected FDA or tndustry projec
tions of aspartame intake, the evidence In
the literature indicates this s & Ukely daily
intake for many consumers. For example, 7-
12 year old children are found 0 consume
up to T mg/kg/day (5). Normal weight
&dulus are found to consume up to 32 mg/
kg/day (8).

On the basis of the likelthood of a linear
relationship between blood phenyirianine
incresses and brain function. I think it (s es.
sentia] that & case be made for ladeling
products with the ma of ssputame per
product on the label Thus, the physiclan
who sitempts to relate any possible neurolo-
mic/behaviors] effects to aspartame intake
may be wble. through dietary survey, to
tompute the patient's average daily Intake
of aspartame In mg/kg. Por example, If the
physiclan determines that the dally tatake
{3 10-20 me/kg, then 1t ts very unitkely that
the pallent's neuologic/behaviorsl problems
are related W sspartame. On the other
hand, If the dally Intake is on the order of
50-75 mg/ke/day, then the physician may
undertake & retrospective and prospective
Analysis of the possible relationship be.
tween aspartame-induced high bload pheny-
lalanine and the patient’s neurclogic/behav.
loral problems.

Yours very truly,
Wittax M. Paronince. M.D.,
Anociale Prufessor of Medicine.
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Sxvax Bouaviosas, Raactions To
ASPARTAME 13 2 POUR YR Os Bor
(C. Keith Conners, Karen Wells, Sandra
Kronsberg snd Ellen Schwab)
BACKGROUND

The subject of this study ts Stephen, a s
year old boy who was referred for evalus-
ton by his mother. During August of 1943
tnother had begun providiog Stephen with
Sugar Free Kool-Ald with NutraSweet
{Cherry astllicial fisvor) aver & period of 3
woeks. He was thought to drink spproxi-
mately 20 ounces/dsy In & more diluled
xz,rm than calied for on package instruo-
tionx.

His behavior became {ncressingly ermstic
over this period (as reconstructed by the
molher later). He became tearful, eastly
{rustrated, bad unprovoked angty outbursts
and was exiremely irritable. This culminat.
ed in & dramatic eplsode In which he became
inconsolably and wildly emotional, He had
L be lsolated to his room where he repest-
edly ran {ul) force Into the wall, krsocking
himself to the floor. crying, and repesting
the performance untll he was restrained.

Mother called her pedistrician who sus-
pected that the new Kool-Ald might be re-
spoasible, and advisad her to remove it Ehe
did 50 snd his dehavior then returmned to
normal within 24 hours About I weeks later
the mother reintroduced the Kool-Ald,
whereupony another violent resction oc.
curred within about 20 minutes. This ept-
sode subsided the same day, Suspecting the
Aspartame In the drink, mother called us
upon the advice of the pediatrician who had
heard of our interest in sugar products and
beharior. Afier some hesitation, she agreed
to examine the probliem in an experimental,
double-biind fashion. An informed conxent
was oblalned,

WISTORY

Stephen welghed 10.5 pounds at birth.
Mother galned 55 pounds during pregnancy
(txice the recomnmended amount), and deliv-
ery was 2.5 weeks late. He was described ss
"a grest baby, s good sleeper snd good
eater.” He had some feeding problems as an
infant, exhibiting rhinitls and disrthea fo)-
lowing feedings of formuls. He eventually
tolereted formuls feedings of Bimilac with
iron (s eow’s milk formula). Upon examins-
tion he was found to be a weil-developed,
well-nourished four year old st the 30Lh per-
centile of weight (18 kg) for his stature
€105.4 cm),

Stephen 18 reported o be & very sctive
boy, “going all the tUme”, He still naps every
afternoon. He Is described as quite opposi-
tional, saying ‘no" 1o everything. Mother ap-
perrs Lo try L0 manage mostly by ‘yelling
and screaming’, though she was ohserved to
be quite tender and solicitous of Stephen in
the waiting room. He ls quite & happy boy
on the whole, seems very bright and preco-
clous, but he can be guite aggrestive and
“bests his brother (7 years old) W a pulp™.
Sugar sppears Lo make him more energetic,

There s some question of & possible milk
allergy and aliergy to molds. Mother says
she cannot eat apples, pears. peaches or
plums because of allergy to pectin, She is
also wilergic W jellied candiey, pollen, peni.
cillin and macrodantin,

Stephen's mother filled out a 93.item
parent questionnaire (Conners Parent Ques-
tonnslre). The Restless-Impulsive fuctor
showed an elevation of about 2 standard de-
viations, but was otherwise within normal
range.
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Ralings. Mother was asked o f11) out the
10-item Hypersctivity Scale on a daily basis.
Theae itemns measure restless, impulsive,
emotionad bchaviors. She was asked o
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oblain dats aver & 3-week perfod to establish
8lephen’s baseline, .

Obeervations. On four occastons, about
one week spart. Blephen and hig rasther re-
turned to the hoapita) where they were ob-
dcrved through & one-wsy mirror for an
hour er more. For the first half of tre wes-
sion mother wes 1o stply Mt in
the room and let Stephen do whatever he
wanted. A variety of toys were svaliable and
he was asked 0 play by himsel! while
mother st wnd busied hersel! with Some
work. Por the accond hal! of the hour
wother was Lnatructed Lo iasue various com-
mmhu“plctupmcton"."ﬂmuv
the room”, “sit in the chair”, ete.

The behavior was videotaped from the
other side of the room snd later scored
blind {without knowiedge of the conditions)
by un experienced behavioral obeerver Be.
havior was coded in 15-sec blocks using an
Interval-sampling procedure developed by
Hanf and Foreband, The main category of
interest ' child noncompliance to com-
mands, Olher categuries fnclude “whine/
<ry”, and “destructive”,

Challenge. Just prior to each obeervation
period Blephen was given s 6 gunce cup of
Cherry Kool-Ald to drink. On two occasions
this was the sugareweetened verrion and on
two ocomsions 1L was the NutriSweet version.
‘The dietician (EB.) made the determinstion
of order of challenge, and nelther parent,
<hlid, nor other observers had knowledge of
the sequence. As It turned out, the sequence
chosen was ABAB, with AwAspartame,
BwBuger,

, RESULTS

The results of the Hyperactivity Ratings
is shown in Figure 1. After a stable baseline
there Is & clesr increase In deviant behavior
on the Aspartame days compared with the
sugar days.

Figure 2 shows the percent of scorlng in-
tervals during which oc
fwred Agaln there i o substantial increase
in this behavior during the Aspartame chal-
fenge days.

Followup. Mother bas continued to re-
strict Stephen from Aspartame, but on sev.
eral pocasions be has accidentally had
drinks provided st school or at friends’ par-
tes. On ssch and every osccastan mother
clalms that he has become quite disturbed.
On one of these occaslons he became very
tearful and repeatedly said something was
wrong, crying “Mommy, Mommy. plesse
help me. I can’t stand §it.”

Conclusion. We cannot be sure at this
polnt that the observed resctions were truly
due to the Aspartame, The artificial color in
the drink {5 another possibility. It & also
possible In a child that has & high rate of
deviant behavior, that oceasional challenges
could, by chance coincide with sa episode.
One cannot. of courze, generalize beyond
this single case,

However, we are Inclined to believe that
the clear resulls from both direct observa.
tion snd home observations, obtained under
atrict double-blind conditions, are sufficient.
ly compelling o conclude thal Aspartame
(and/or Its vehicle) are causing deviant be.
havior of quite severe proportions (n this
boy. We believe Lhat further study of this
problem in children (s clearly Indicated.

1From the Am J P&y‘oah;llw 142:2, February
i

INTEXACTION OF ASPARTAME AND CANBOHY-
DRATES IX AN EATIRG-DISORDIALD PATIENT
S1x: Wurtman (1) has polnted out that the

scute (ngestion of aspartame, particularly

when combined with carbohydrates, can
have & marked effect on the level of tyro-
sine In the brain. He speculsted that the reo-
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sulting scute elevation of brain Lyrosine
level might induce behavioral of functional
changes tn the predisposed individual. in
the following clinical case this appesrs 1o
have happened.

Ms. A, 1 22.year-old white woman, begen
o binge eat and purge soon after she devel-
oped secondary sexunl characteristics at aye
13. This habit evolved (nto s binge.purge
cytle that Look place an average of 13 times
s day. she had a marked fear of obesity and
8 craving for carbohydrates. At age 21 she
WAt placed on & regtmen of fenfNuramine
and metoclopramide for her bulimia. Within
& féw weeks she stopped binge eating and
vomiting. S8he then began 1o restrict her
food Intake excessively; her welght began to
decresse and she became increasingly de-
pressed. When her weight reached 79 Ib, she
*a4 hosplialized. In addition to behavioral
and psychotherspeutic treatments, she was
given {ull therspeutic trials of tmpramine,
desiprumine. and nortriptyline for her de-
pression, which persisted despite her regain-
ing 8 normal body weight. As an outpatient.
3he developed the habit of chewtng her food
and spiiting #t out W enjoy the sweet taste
of carbohydrates and to avold the excess
calories, Esch day she used about 10 packirts
of an artificial sweetener that contains
aspartame. She was given a trial of & mono-
amine oxidase Inhiditor (MAOI) Lo trest her
rtricyclic-resistant” depression.

Alter being on a regimen of 10 mg/day of
tranyleypromine for approximately 2 weels,
the patient noticed severe hesdaches that
coincided with times when she was ealing
and spitling out high-<arbohydrste foods
and consuming the aspartame. She cle-
acribed the headaches as throbbing and zsid
she felt flushed and sweaty. On each of five
occations when she experienced Lthese symp-
toms, the hesdaches stopped within » few
hours of sLopping tngestion of Lthe sweeten-
er.

M3. A refused to take the artificial sweet-
ener and have her biood pressure checked,
The hesdache was sulficlently unpleasant
and the correlation between the Ingestion of
the sweetener and the headache was so
strong that she preferred Lo use saccharine,
which did nat produce further headaches.

In this clinica) case It appears that sspar-
tame combined with cardohydrates led to
the symptoms one might expect from wn
elevated CNS Jevel of tyrosine In a patient
who was taking an MAOL. It is important to
keep Lhis possible (nteraction In mind, par-
ticularly with the increased use of MAOls
Lo treat patients with esting disordegs and
&typical depressive states,
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{From the Annals of Internsl Medlcine, Vot.
102, No. 2. Pebruary 1985)
ASPARTAME-INDUCED GRANDLOMATOUS
Panntcvrsris
{By Nelson Lee Noviek, M.D.)

The low-calorie artificial sweetener. aspar-
tame (NutraSweet; G.D. Searie & Co.,
Skokie, 11linows). & synthetic combination of
sspartic acld and the methy! ester of phen-
yislsnine, 15 currently used In many diet
s0das, cereals, and chewing gums and s &
substitute for granulated sugsr. Although
the Food and Drug Administration has ap-
proved aspartame {or routine use (except in
patents with phenyixentonuria), its poten.
tal for toxicity remains controversial (1-4),
This report descrives the first confirmed
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case of aspartame-induced granulomatous
pannicutitis.

A 22-year.old, otherwise healthy woman
had numerous, bilaterul, noatender, nodular
lesions on both legs for 2 months. The pa-
tient denled having used any orat, systemic,
or topical medications during Lhe preceding
¢ months. She also denjed any history of
recent infections or trauma, and she had no
tocompanying constitutionsl symploms, Por
Lhe previous ¢ years, the patient had habit-
ually consumed between 1080 and 1320 mlL
(38 W 44 1. oe) daily of s popular saccharin.
containing diet soft drink. Approximately 10
weeks before presenting for evaluation, she
had switched to the same manulacturers
new aspartamesweetened dlet sods. She
made no other changes in her diet. Two
weeks later, the patient first noted the
onset of several nontender, deep nodules on
her left thigh. New lesions subsequent!y ap-
peared elsewhere on her legs while the pre-
vious lesions slowly enlarged: none disap-
peared.

On examinstion, numerous deep nodules
ranging from approximately 0.5 to 5 cm in
diameter -were palpated bilaterally on the
thighs and calves. The overlying skin ap-
peared normal. The nodules were firm wnd
in some areas coalesced to form large deep
Plaques that were {reely movable over the
underlying facial tizsues, No adenopathy or
other cutaneous or mucous membrane le-
tlons were present; the rest of the general
physical findings were normal.

Compiete blood and differentinl count.
erythrocyle sedimentation rate, serum elec-
trolyte and amylase levels, snd urinalysis
findings were normal; Uver function tests,
atrum protein electrophoresis, direct and in-

immunofluorescence studies, tubercy.
1in Une test, snd tests for antinuclear anti-
body and antf-steptolysin-O were negative.
The patient refused a chest roentgenogram.
Histologieally, a septsl pannlcutitis with
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March 1934 and tranaferred to the FDA 10
April 1984),

The precise ciasification and path
fc mechanism of the penniculitts in my ps.
tlent sre unclesr. Absence of tenderness in
leslona, overlytng skin changes, constitution.
al symptoms. and residua) plgmentary
changes upon resolution ia incons(stent with
erythema nodasum (1), whereas the histo.
pathologic finding of septal panniculitis
strongly favors that diagnocis (8).

The fortaation of toxic metabolites of
sspartame, either during the drugy shelfiife
or as melabolle byproducts, olfers one poss!-
ble explanation for the reaction seen in this
patient. Boehun and Bada (9) have recently
reporied that the healing of aspartame re-
sults in conversion of some of ita smino
acids to their racemates. Although they
note that the possible toxicity of consuming
large amounts of these racemates remains
to be determined, they speculate that some
£00d or beverage components may calalyze
the racemization of aspartic scid and pheny-
lalanine in aspartame at room temperature,
Furthermore, despite extensive prior test.
ing. no such reaction has yet been reported,
suggesting that this phenomenon may be Id-
losyncratic rather than dose-related, Fortu-
nately, in the present pstient, mere discon.
tinuation of the aspariame-containing bev-
ersge resulted In complete and retativety
.r’::ld resolution of the conditlon without re.

us.,

{From the Food Chem)lcu News, Apr. 18,
1985

InTonnar FDA UNcIerainrics Asovr
ASPARTAME SArrrY Reviecron ix 1981 Meuo
A 1981 brieflng memorandum on wipar-
tame reflects internal Food and Drug Ad-
ministration uncertaintles about the safety
©f the artificlal sweetener fn the months Lm-

lymphocytes and histioncytes predominated
within the thickened fibrotic septae. Many
multinucleated histiocytic glant celis and a
Iymphohistiocstic inflitrate extended into
the adjacent fatty lobules, consistent with
erytherns nodosum,

‘The patient was advised to stop using the
recently introduced aspartamesweetened
beverage, During the next 4 weeks, no new
lesions sppeared and ell previous lesfons
spontaneously resolved sithout residus. She
wax then advised to resume dally consump.
tion of the suspected mspartame-sweetened
diet drink; 10 days later, she again deve).
oped the nodular lesions on both legs. this
time In greater number that before. With.
drawal of the beverage once again resulled
l? gradual and complete resolution of &l le-
sions, *

The patient was next challenged with
pure aapartame, 5¢ mg four times datly, In
capsule form (supplied by G.D. Searle &
Co.). Ten days later, nodules reappesred on
her Jegs. Withdrawal of aspartame resulted
in spontanecus elearing of all tesions,

Widely used, aspartame is 180 times sweet.
er than sucrose and Is metabolized primarily
io aspartic acld, phenylalsnine, and metha-
nol (5). No previous reports could be found
in the Utersture conclusively linking aspsr-
lame to any culaneous eruptions. (8). Sever-
al unconfirmed reports of “dermal erup-
lions™ and urticaris have been received by
Lhe manufacturer according to Robert L. Al-
bertl, M.D. Director of Medlical Communi-
cations. G.D. Scarle & Co. In sddition, the
Adverse Drug Reaction Report System of
the American Academy of Dermatology has
received on unconfirmed report of a macu-
iar, erythematous. confluent pruritic erup-
tion in & man who had consumed large
amounts of an aspartame-sweelened diet
cola (Report no. 1170031284, reported 12

distely preceding the decision of then
FDA Commilssioner Arthur Hull Hayes to
permit its use aa s food additive.

The May 19, 1081 briefing memorandum
whith was referred to during recent hear.
tngs on the extension of the saccharin mona-
tortum (See FPOOD CHEMICAL NEWS,
April 8, Page 26), reveals that statisticians
In PDA were uneasy about concluding that
the brain tumors observed were not siatisti-
cally significant and that guestions were
alyo ralded about the conduct of the studies.

“I do nof concur that aspartame has been
shown 10 be anfe with respect to the induc-
Uon of brain tumors,” Robert J. Condon, of
FDA's Center for Vetertnary Medicine,
wrote {n & “dissenting oplnfon on the brain
tumor {asue.” explalning that his opinion
was “based on. . , three ressons: (1) positive
results seen. . . for female rats (in one of
the studies); (2) problems in Lhe conduct (of
two of the studies); and (3) power of the
studles,” .o

Similarly, & memo from Satya D. Dubey
of FDA's Center for Drugs and Bilologics,
polnted out “certain statistical difficulties”
associated with the key studies “within the
framework of statistical prinelple, theory.
method and practice.”

The two statisticlans were members of the
Commissioner's Team on Aspartame, a5 was
Douglas L. Park, now with the Center for
Food Safety and Applied Nutrition. who
noted in & memo that “the available evi.
dence Is limited and provides clesr prool
nefther of the safety nor of lack of safety ™

Appendices 1o the memorsndum made
available following the hearing reveal that
FDA scientists alio questioned the data on
risk of sspartame ingestion In terms of
amiro acid imbalance, a question ralsed alcs
by autside researchers, specifically MIT's
Dr. Richard Wurtman,.
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One of these appendives cautioned that “a
four-fold lncresse In phenylalanine might
cAuse some sdverse effccts If the diet Ix defi-
clent in protein.”

Anothes. prepared by FDA's Barry N.
-Raslof{. of the Center for Drugs and Biolog-
ics, pointed out that conclusions on mspar.
tame were dependent ~on how well the siud-
tes performed reflect the conditions of an-
Ucipated usage. particularly regurding (1)
dose levels, (2) concentration of aspariame
in solutlon, and (3» concomitant consump-
Uon of food, particularly carbobydrates.”

"The Iatter factor Is particularly tropor-
tant since the presence of carbohydrates
has been shown to reduce the increase in
plasma gly (glutamic scid) seen with MSG
feeding.” Rosloff noted.

Noting the studies with aspartame were
performed with otange juice or a flsvored
beverage base and there there was no infor-
mation on how much carbohydrate was
present in the vehicles or when food had
last been consumed by the subjects. Rosloff
commented, "Hopefully these varisbles do
not deviate in a significant way from the an-
tielpated conditions of aspartame consump-
tion,”

iFromn Common Cause Magazine. July/
August 1984)
How Sarx 14 Your Dict Sorr Driwk?
(By Florence Graves)

(NutraSweet has been touted as the post
tested food sdditlve in history, but our in-
vestigation reveals such senous flaws in the
sovernment’s approval of NutraSweet that
Congress should begin Its oun investigation
immediately.)

NutraSweet. America’s newest sugar sud-
‘situte, has been an overnight sensation.
Low In calorfes, with a taste almost like
surar. NutraSweet {5 not only converting
former saccharin users but drawing consum.
ers away from sugar as well. Robert Sha-
Diro. president of the NutraSweet Group st
G D, Searie & Co.. which awns the patent
on NutraSweet, declared st & gzthering of
solt drink companies last December that
NutraSweet Is “one of the most important
developments In the history of food snd
beverages.” In a recent inter iew with
Common Cause Magazine. Shspiro sald he
realizes that NutraSweet “sounds too good
Lo be true.”

Ironically, Shapiro wmay be right. A
Common Cause Magazine investigation
based on dozeus of interviews and-a review
of thousands of pazes of documents. many
oolained under the Freedom of Information
Act. raises serious concerns sbout whether
the Food and Drug Administration (FDA)
established (hat aspartame~the scientific
name for NutraSweet—Is safe. The invest).
uation shows that some scientists say tests
have not resolved major health lssues~in.
tiuding wheiher aspartame can cruse can
cerous brain tumors. and whether it can
affect brain chemistry and therefore behav-
wr. The magazune has also learned that
tome scientists have serious concerns about
the sweetener’s potential effects on e¢hildren
and pregnant worien,

Meanwhile, the FDA acknowledges receit.
Ing st least 600 consumer camplamnts relat-
ing Lo aspartamc. In these complaintge
which Comimon Csuse Magaxine abta2incd
under the Freedom of Information Act~
peuple allege that they have suffered head.
aches. rashes, dirziness, menstrual problems
And sewzures amiter consuming aspariame.
The complainu. most of which were re-
ceivea thu year. are being Iavesugated by
the Centers for Disease Coniral in Atlania.

Qur tmestipation rroeais suvly serfous
Haws In the FDA'S anprova) process that
Concress should beyin its own investigaion
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1. fon shows that
then PDA commissioner Arthur Huli Hayes
sporoved aspartame three months after
taking office in April 198], despite the fact
Lhat some of the PDA's own acientists had
scrious reservations sbout the valldity and
quulity of pivolal tests used in hix declsion.
(Hayes, through sn assistant, refuscd to be
interviewed.)

Hayes' declsions Lo approve aspartame for
use In dry foods such as cereals n 1981 and
scft drinks In 1583 does not square with the
role the PDA iz supposed (0 play. The FDA
Is the government agency that reviews and
approves sll tests submitted by companies
before allowing food additives on the
market. The law requires & manufacturer—
in this case, Searle—i0 prove o the sathsfac.

tion of the FDA that there (s & “ressonsbie ‘Ing

certainty” theat & food sdditive ls safe. The
government does not have 1o prove that it is
harmful—an troporiant distinction. §f tests
are inconclusive, an additive s not supposed
1o be approved by the PDA.

In deciding to sllow aspartame in dry
foods tn 1961, Hayes ignored not only the
recommendations of some FDA sclentists,
but also a recommmendstion by a 1980 sclen.
Lific Public Board of Inquiry appointed by
the FDA. The board ssid aspartame should
not be approved because it had not been
conclusively shown thsl the sweetener did
not cause cancerous braln tumors. The
board called for further testing to resolve
the sue. In 1983, fust two months before
leaving office. Hayes approved aspartame
for use in soft drinks, dramatically expend-

ing its use.
ded his 1981 app

Hayes def I, saying,
“Pew compounds have withitood such de.
tailed testing and repeated close scrutiny,
And the process through which aspartame
has gone should provide the pubdlic with ad-
ditional confidence of Its safety.”

But in fact. s 1975 special FDA sk force
had raised serious concerns sbout s number
of the tests that Hayes eventually relied on
fn his decision to approve aspartame. De.
spite Lhe fact that one former FDA commis.
sioner said what was discovered about a
sumber of Searle's tests—Including pivotal
braln tumor tests—was “reprehensible.” our
investigailon shows sertous questions sbout
Lhe tests were never resolved and the tests
eventually relled on were never repested.

Consumer attorney James Tumer, who
has gone to court to try to force a public
hearing on aspartame, charges that Hayes
plcked "his way through » mass of scientific
mismensgement,  improper  procedures,
wrong conclusions and general sclentifle In.
exactness.” Tumer represents the Commu-
nity Nutrition Institute. & Washington,
D.C.-based public interest groun.

Two FDA officiels have told Common
Cause Magazine that Hayes was determined
to push sspartame forward, in pert as s
sirnal that the Reagan sdministration was
ushering {n a new regulatory era. One offi-
¢is) privy to some of the deliberations made
at Hayes’ level says the “people at the top"
were not recedtive to lmportant eoncerns
ralsed sbout lhe quallly and valldlty of
some of the key tests submitted In support
of aspartame.

“There were real questions” about the re-
Hability snd Interpretation of the data “that
werc glossed over” st Lthe commissioners
level, this official says, adding that Hayes
and his close sssociales wanted FDA scien-
tists to concentrate on providing rationales
for overturning the 1980 Public Board of In.
quiry instead of focusing on the fart that
there were unresolved issues mboul a
number of key tests,

‘The {inancial eonsequences of Hayes dacl.
stons are enarmous for G.D. Searle & Co. A
Kidder Pesbody financial snalyst says
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Soarle’s U.B. sales of NutraSweet ang Equal
(the powdered sugsr substitute) resched 374
million In 1081, By the end of 1983, foliow.
ing soft drink appraval in the summer, sales
had jumped Lo $338 million. Most of what in-
cresse was accounted for by soft drink use,
the analyst says.
Meanwhile, & number of sefentists eontin-
:‘:1 o ruise quuliom about aspartame’s
¢y, especially with the wi. expanded
soft drink market. dely
Or, Walle Nauta, head of the 1960 Publc
Bowrd of Inquiry and an (nstitute porofemor
in the Department of Psychology and Brain
Ecience st the husetta Indtitute of
Technology (MIT), says “extensive testing”™
s needed vegurding a theory rxised by
MIT's Dr. Richard Wurtman that soneum.
e of aspartame—especisdly
with carbohydrales—may affect beain chean.
lstry, In light of the consumer eomplamtz,
Nauta =id In a recent tnterview, ~f would
think {the FDA) should be following (the
lssue] with grest concemn. Dr. Wurtunan
may be righl.” Aspartame “may be harmiul
in the long run.”
1n extending aspsrtame appreval to soft
drinks. Hayes dismissed Wurtman's oon-
Cerns. saying his hypothesis ta not support.
ed by hix dats. The FDA says it s not re-
quiring tests concerning ‘Wurtman's theory,
Searle’s Robert SBhapiro sgrees with the
FDA, and Sesrie has zaid that “the various
hypotheses suggesting a potential health
rizk from aspartame consumption aere 'not
supported by the scientific evidence submit.

,ted by Bearle and exhaustively reviewed by

FDA prior to sspartame’s approval.”

In an interview, Sanford Miller, chiefl of
FDA's food safety division, defended the
FDA's spproval and said, “The same deed
horses keep getling dragged up agaln snd

Miller said sspactame is the mont tested
food additive in hlstory, snd he points to
the more than 100 tests Searle submitied to
the FDA,

But a3 one PDA aclentist said in an intes.
view, it doesn’'t matter how many tests are
done on & {ood additive, the proper question
is. how many of them wre valld? And do
they prove the additive is safe?

The key element of the controversy Is
that the vast majority of the tests—00 of
113 entrles—were submitted by Searle in the
early 10 mid-1970s, All aspartame tests sud-
milted durinig that period by Searle and fts
major contractor, Hazleton Ladoratories
Corp., were called Into question by a 1975
FDA special task force investigation. The
specinl task force’s findings were 86 serious
thal they led the FDA general counsel (o re-
quest & grand jury tnvestigation of Searle.

All aspartame tests that have been de.
scribed by the FDA as “pivotsl” were con.
ducted during this perlod. Eighty-eight per.
cent were done by Searle or Hazleton. Dr.
Alexander Sehmidt, FDA commissioner
from 1972 to 1976, said In a recent interview
that Bearle's testing then way “incredibly
sloppy science.” He sdded, “What was dis.
covered was reprehensible.”

Bchmidt zays s pivota) test is one that is
30 tmportant that it must be repeated if
found invalid. The important question. he
says. [s, “Were there new pivotal experi.
ments?” Qur investigation shows that only
one pivolal test was repested. The FDA
later said ft was not used in the sgency's
safeLy sssessment,

Despite the fundamental questions con.
ccrning the tests subinitind bufore the end
of 1975, Hayes wnd the Bureau of Foods
relied on some or all of these Lests when
they made thelr decisions that aspartame jx
safe. Our tnvestigation found no evidence (n
the pudlic record that Hayes or the burcau
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ever successfully expluined how thetr deci.
aons were reconclled with the questions
falsed by Lhe apecial lask force wbout
Searle’s flawed tests.

OTHIR KICHLICHTS OF THE INVESTICATION

Internal PDA documents obdtained by
Common Cause Magazine show that a
number of signillcant deficiencies In the
three pivotal tests used to determine wheth-
er aspartame might cause cancerous brain
tumors were brought by FDA szcientists to
the aliention of those advising Hayes
during his dellberstions, yet he decided to
APDrOVE RSpartame anyway.

A dnafit memo to Heyes on the brain
tumor issue reads, “As you know, this s a
subject upon which competent, neutrad sci.
entisis have differed. The {FDA) Buresu o/
Ponds found sspartame approvable on this
ground. The Pudlx Board of Inquiry found
it not spprovable without further testing.
Your [inal decision, therefore, will largely
reflect » policy Judgment on how certain
you want 10 be.” According o the law, }f
tests are Lwonciusive, an additive (s not sup-
posed Lo be approved by the FDA.

In reference o one of the plvotsl brain
tumor tests used to determine, that aspar.
tame is safe. Jerome Bressler. team feader
of 8 1977 special FDA task force investigat.
Ing the lest. told Common Cause Magazine
that “you don't have 1o be brilliant to know
oo it was a Jousy atudy; it was a sloppy
study.”

The Bressler team found evidence—in-
cluding & photograph—that the experimen.
tal s may not have esten the Intended
doses of the test substance dikelopiperatine
(DKP), s breaxdown product of aspartame.
Breasler also recalls that there were Indica-
tions that the rats found the DKP distaste-
ful and may have avoided eating it.

Searle submitted 13 tests w0 try o estab-
lish that aspartame would hot cause genetic
darnage. Memos in the public record show
that the PDA scientists who initially re.
viewed the tests found sersous deficlencies
in all of them. describing three as “incom.
plete individually and collectively.” Never-
Lheless, 1880 Public Board of Inquiry docu-
ments showed that sithough FDA officials
scknowledged numerous problems with the
tests, they decided that all the tests were
good enoueh o fely upan in establishing
Lhe safety of aspartame.

Common Cauze Magazine asked Dr.
Marvin Legator. professor and director of
environmental taxicology at the University
of Texas medical branch In Galveston 10
review the FDA'S peviess of the tests Searle
submitted. Legator helped plonesr mutage-
niclty testing st the FDA, where he worked
from 1962 10 1972. Although Legator sayx
he has “'no reasons to suspect that aspar-
tame would be active,” he says all the tests
are “selentifically trresponsibie™ snd “dis-
graceful”

“I'm just shocked that that kind of sloppy
{work) would even be sent to FDA.” and
that FDA sdministralors accepted it. he
says. Legator adds that “there Is no reason
why these tests couldn't have been carried
out correctiy. IU's not thet we are talking
about some grest sclentific breakthrough in
methodology.”

in documents submitted (o the 1980
Public Board of Inguiry, Scarle saig the
Lteils were "adequate screening Lests for mu-
tagenicity.” FDA would hot comment on the
tests because of pending litigation to get a
publie heaning regarding aspariame’s -
proval.

1n 1973 the ¥DA's Buteau of Foods asked
the Bureau of Drugs to evaluste 10 tesws on
humans (calted “chinical tests”) submitted
by Searle lo determine “whether safery
problems might be anticipated should this
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sweelener be marketed for general use”

Memos found In the public record show that

Dr, Marthas Freeman, then of the FDA's

Bureau of Drugs, concluded that “the infor-

mation provided s Inndequate Lo permit an

evalustion of potenus! toxicliy of atpar.
e

Although the FDA does not require elini-
ca) Lesting for proposed food sdditives. Free-
on recommended that “marketing for use
83 & sweelening agent should be contingent
upon sallsfactory demonstration of clinical
safety of the compound.” which she said
would require more rigorous testing,

In an interview, Freeman sald ahe made
the recommendation because aspartame was
An unknown subwtance whose loxicity was
not known. “In general 1 think (unknown
substances} should be more closely moni-
Lored Lhan is currently done for food sub-
atances.”

The Buresu of Foods rejected her recom-
mendations and has cantinued o cite these
10 studies slong with others conducted tster
as evidence of safety in humans.

The FOA opposed letting two critics—con-
sumer attorney Turmer and Dr. John Qlney,
prof r of neury hology and psychiatry
at Washington School of Medicine in 6,
Louls—raise questions about the quallty and
validity of some of Searle’s tests when the
1880 Public Board of Inquiry was convened.

The two critics had challenged the 1974
approval of aspartame, saying they believed
that the sweetnet might chuse drain
damsge. They also questioned the validity
of some key testa In u 1977 letter to Turner,
the FDA geners] counse] sald that If Turner
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sspartame (n 30ft dnnks that it consldered
formalily submitting an cbjection 10 the ap.
proval. NSDA science director Dr, Robert
McQuate says the sassocistion gidn‘t file the
Oblection because all safety concerns were
totally resolved. But & lengthy Interviews
with McQuate leaves 3 number of troudling
guestions,

Searle and the FDA frequently point to
the fact (hat aspartame has been approved
in more than 30 countries and by the World
Health Organtzation es evidence it is safe:
Robert Shapiro, head of Searle's Nutra-
Bweel division. confirmed that approvas in
these foreign countries wag based “essentis)-
1y on the conttoversis! tests also submitted
to the FDA. A financial analyst with Kidder
Peabody of New York estimates that includ-
ing UXS. sales, Searle will sel! about 3800
wmillion of aspartame worid wide tn 1984

Aspartame was discovered 19 years ago.
when s scicntist who was working on an
ulcer drug sbeentmindediy licked his fingers
and discovered & sweet taste, When sapar
tame was first approved in July 1974 for use
In dry foods, such as cereal and powdered
drinks. saccharin was the enly low-calorie
sweetener on the market. Thers were con-
cerns that saccharin might cause cancer.
and the serendipitous discovery of aspar-
tame seemed Lo be the answer to dieters
dreams: a low-calorie sweetener made from
nistursl products.

Aspartame, which s 180 to 220 tmes
fweeter than sugsr. is composed of two
amino acids—phenylalanine and asparstic
scid. But it really is 8 synthetic compound,

with the FDA's concl about
the reliability of Searle's tests, “The Public
Board of Inquiry on aspartame should pro-

b it s pr d by isolating and ayn-
thestring these two amino seldts from the 20
or 80 usually found In & compiele protein.

! proteins are jarge, and take con.

vide & vehicle for & definltive resolution. at
feast for those studies about which you are
most concerned.”

Yet once the board was convened. the
FDA argued that the board was not the
proper {orum for Turner and Olney to use
to bring up their questions about the Qual.
ity and validity of Sesrle's tests. The board
sgreed.

MIT's Dr. Walle Nauta, head of the 1980
sctentific Public Board of Inquiry appointed
by the FDA to review safety concerns about
aspartame, sald (n an Interview that scien-
tists serving on the board had “concern
about the validity of s number of the {test)
data™ supplied by Searle and challenged by
Oiney and Tumer. But he continued with
the board Inguiry because “we had absolute.
ly no way of knowing who was right —the
Bureau of Poods or Turner and Olney. "It
was & shocking story we were 10id,” he sald,
referring to the history of Searle's testing.
but the board had “to take the FDA's word"
that the tests In question has been properly
conducted.

Nauta also sald In an interview that the
1980 scientific review of aspartame “specifi-
cally excluded use in sOft drinks.” Soft
drink use. he says, “never figured In our de-
cision making.”

Nauts 8130 3aid he wag surprised when the
PDA approved sspartame for soft drinks
three yaars Iater. He sayz FDA officlals had
told him thal because aspariame breaks
down in solution and when exposed 1o heat
and loses 1Ls sweetness, its use in 201t drinks
would be “uneconomical.” Nautla said the
board “definmitely” would have considered
other tests and factors if he had known
there were plans to eventually use the
sweetener in soft drinks.

According to a drafi objection obtained by
Common Cause Magazine, within two wecks
before aspariame was [inally approved for
soft drink use. the nationsl Soft Drink Assa.
ciation (NSDA} appesred Lo have had
enough concerns about the safe wie of

C
siderable time to digest. Aspartame. howev-
er, is a smal) molecule, and {s digested quick.
1y. Therefore. phenylalanine snd aspartic

are released qQuickly into the blood:
stream.

It was up to Seatle, as federsl lax re-
quires, to establish a “ressonabdle certainty™
that it was safe to consume this synthelic
compaund.

The company Iald out its strategy for get.
tng sdpartame approved by the FDA (n &
December 1970 memo. The gosl: “Bring
{FDA olficizls) into s subconscious spirit of
panicipation™ with Searle:

The FDA said “yes™ fn 1974. but before
aspartame could go on the market, con-
sumer atiomney Tumer snd Washingion
University scientist Olney formally object-
ed. saying they belleved Lthat aspartame
might csuse brain damage. A former
Nader's Raider. Turner has spent & great
deal of his own money and the past 10 years
fighting the approval. Both Turner and
Olney were paricularly worried abdout
aspartame’s potentlal effects on children.

Oiney ‘8130 believes that when aspariame.
sweelened fonds or drinks are consumed
with foods contsimng monosodium gluta-
mate (MSGJ. a seasoning used Lo enhance
flavors in some processed f0ods and Chinese
food, the chances of braln damage, particu.
larly in children, sre greater.

The FDA sgreed in 1874 o hold & Public
Board of Inguiry composed of scientists Lo
consider Turner's and Olney’s objections.
But before the doard could be convened. sn
FDA scientist stumbled across an irregular.
ity in & test submiited by Searte on a drup
calied Flagyl. which ts used o treat tricho.
moniasis. 3 sexuslly {ransmitied disease.
This se1 off & controversy about the guality
and vahdity of tests submitted by Searle on
several drurs as well as the food wdditive
aspariame.

The FDA's Dr. Adrian Gross, who s now
*ith the U.S. Environmenta! Protection
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Agency. recalled st Senate hearings in 1975
that when he first noted the discrepancics
tn the Flagyl test, none were “in any way
‘slarming’ at that particular point In time;
they could have been nothing more than ty-
pagraphical errors. . . . We had no reason to
suspect anything more serious than a simplc
€r7or Of tnistake at that time.” .

But It took Bearie two years Lo respond to
questions about the discrepancies in the
Flagyl test, Groas 0id the hesring. When
the company finally answered, Gross found
their response only raised more questions
sboul the company’s testing In general.

This led Lo additional Investigations, xnd
finally in 1973, then FDA commixsioner Al.
exander Schmidt took the unusual step of
appointing a special task force Lo Investigate
about 23 key Lests Searle had submitted on
seven products, including the drugs Flagyl,
Aldacione and Norpace, and aspartame. The
task force looked &t 11 tesis on aspartame,
more than on any olther individual product.

The task force report, which concluded
that there were very serious deficiencies in
Searle's operations and Llesting practices be-
tween 1967 and 1973, still les &L the heart
of the conlroversy over aspartame's Lesting.

Before the task (orce had completed is in-
vestigation In 1976, Searle had submitted
the vast majority of the more Lhan 100 tests
It ultimately gave the FDA in an cllort to
get aspartame spproved. These Included sll
tesis ever described s “'pivotal” by the
FDA. About half the pivotal Lests were done
at Searle; about one-third were done st Ha.
teton Laboratories. “Pivotal™ tests include
long-term (twawyear) tests such as those
done to determine whether aspariame
might cause cancer. Former FDA commis-
sloner Alexander Schmidt said In & recent
interview that If a pivotat test ts found to be
unreliable, {t must be repested “Some stud.
les are more important than others. and
they have W be done impeccably,” Schmidt
sald.

Critics such a3 Tumner say--and indeed
the public record shows~that when the
FDA approved aspartame In 1981, the
agency had not success{ully cxplained how
the serious problems with the tests done
during this period—including some pivotal
tesis—were reconciled with its decision to
rely on a number of these tests.

laad investigator Philip Brodsky, de-
wribed In the 1875 wask force report &s “one
of the FDA's most experienced drug investi-
gators,” recalied in an Interview that he had
“never seen anything” as “bad™ as Searle's
testing. * 1 wouldnt want to reiy” on those
tests “for making s decision about the prod-
ucts.” he said, there were "“too wmany
errors.”

When the Lazk force gubmitied its report
{n March 1976. 1t reached some very serious
conclusions. The lnvestigation brought into
question all of Searle’s testing between 1967
and 1975, former FDA commissioner
Schmidt aald In congressional hesrings, in-
cluding pivolal tests eventually used as the
basis for the 1081 and 1983 approvals of
aspartame. The tlask force's conciuslons,
which were endorsed by Schmidt in congres.
sional hearings, included the following:

“Al the heart of thu FDAs regulatory
process ls ILs ability to rely upon the integri-
ty of the basic safety data submitied by
sponsors of reguiated products. Our investi-
gation clearly demonstrates that, in the O,

D. Searle Co., we have no basis for such reli-.

ance now.” .
“We have uncovered sericus deficienctes
in Searle's operations and practices which
undermine the basis for reliance on Searle’s
Integrily in conducting high quality animal
research Lo accurately determine or eharac-
terize the toxic potential of its products.”
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“We have noted that Searle has not sub-
mitted all the [acts of experiments to FDA,
retaining unto itself the unpernmitted option
of {iltering. interpreting, and not submitting
information which we would consider mate
sial Lo the safety evalustion of the product.”

“Finally, we have found {nstances of irrel.
evant or unproductive animal resesrch
where experiments have been poorly con.
ceived. carclessly executed or inaccurstely
analyzed or reported.”

“While a single discrepancy, error or In.
consistency {n any given study may not be
signilicant in and of ielf, the cumulative
findings of prodlems within and across the
studies we Investigated reveal a patterns of
conduct which compromises the lclent:‘uj
integrity of the studies, We have atlemp!
to analyze and characterize the problems
and to delermine why they are 80 pervasive
in the studles we Investigated.”

Investigators who looked at four chronic
tle.. long-term exposure) toxicity studies
and one acute (short-lerm exposure) toxich-
ty study found numerous discrepanties and
problema with exch of the five pivotal tests.
They concluded that in al} five studles, “the
housing and contro} of animals wast not ade-
quate to insure the validity of the studies.”
According Lo documents submitted to the
1980 Public Board of Inguiry, the FDA
Buresu of Foods used two of these as the
basis for its conclusion that espartame iy
sale.

Bearle described the report of the 1375
task force ss ‘incomplete, ! inaccurate in

some Instances” with “prematurely drawn
and mislending conclusions.”

At Benate hearings in 1976, Sesrle defend-
ed its testing, saying that it “believes that
the sclentific validity of the basle conclu.
sions of is animal studies, and thus the
safety of its products, has tiot been affect-
ed.” The testing prodlems of Searle and
others, however, Jed to the establishment of
the FDA’s Good Laboratory Practices regu-
jatlons, which are now required industry.
wide for Lests that wil} be submitied to the

The FDA found errors and omissions 3o
serious on several tlests—including two
aspartame tests—that {n January 1977 FDA
genersl counsel Richard Merrill wrote & 33.
page letter requesting that the then North-
ern District of lllinols U.S, Attorney,
Sumue) K. Skinner, convene s grand jury.
One of Merrill's charges: “Conceallng mate.
Tia) facts and making false statements in ve-
ports of animal studies conducted to estab.
lish the safety™ of aspartame.

What happened to the probe? Dan Reldy,
of the U.S. Attorney’s offlce, sxys he can't
discuss the lssue st all because “once we wse
the grand jury lnvestigation, we are bound
by iaw to secrecy.”

A Sexrle spokesperson says the grand Jury
investigation was dropped because there was
“na validity to charges” of wrongdoing.
Searle was “exonerated,” the spokesperson
s1id.

Task force lead (Investigator Phlllp
Brodsky was surprised Bearle officials
weren't ndicted. I thoyght surely they
would prosecute them,” he told Common
Csuse Magezine. Former FDA commissioner
Schmidt said in an interview that “my un.
derstanding was that the Justice Depart.
ment didn't feel there waz sufflcient avi.
dence of willful wrongdoing, It's hard to
bring & criminal Indictment on the basis of
sloppiness.”

Plagued by troubles. Searle, in the spring
of 1977, hired Donald Rumsfeld. & former
Member of Congress and secretary of de-
fense In the Ford administration, as its
president. He was brought In. & company of-
ficial told one reporter, because Searle
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“wAnls someone with a Boy Scout Image
and Rumsfeld certalnly has that ™

For his part, Rumsfeld ksued a statement
saying he “was mindful of the challenges”
that Jay shesd. Within six months after
Rumzsleld had taken over, industry analysts
quoted In The Wall Street Journal said that
Searle, whose fortunes had beeq falling, was
“a ‘likely turn-around candidste’ this year
b«-;une of the new chiel executive's actions
80 far.,”

“Like any good politiclan” the article
went 00 to say, “Don Rumifeld keenly un-
derstands the lmportance of & public image.
50, he has been mending fences with the
FDA by personally asking top sgency offi.
tials what Searle should do to straighten
out ita reputation.”

In fact, “Our whole reistionship with the
FDA has improved,” Westley M. Dixon,
then Searie’s vice chairman, told the Jour-
nal, He added that without Rumafeld, “We
wouldn't have gotten approval of Norpace,”
8 drug that was alzo investigated by the
1975 FDA task farce. .

But spproval for aspartame, a product
that Shapire sayz has been an unprecedent.
ed success for Searle, was still hanging In
the balance. By the end of 1978, however.
the picture began to brighten. The Journai
reported that the Justice Department snd a
federa) grand jury had dropped the Lnvesti-
gation of Searle’s animal testing.

The grand jury probe, triggered by find-
Ings in the 1975 investigation, was not in.
tended to answer questions about whether
sll Searle’s tests on sspartarne were valid,
The grand jury would only have determined
whether there was enough evidence that
Bearle officials knowingly mlsrepresented
ﬂn;isl.nts to the FDA to prosecute those of{i.
¢lal

While the grand jury investigation was in
progress, the FDA's Bureau of Foods still
had (o delermine whether Searle's lests
were valid. At this stage, the DA had the
option of requiring Sexrle L0 repent, 3t &
minimtm, the pivotal tests. By repesting
them. Searle could have presumably .re.
solved the debate over the validity of aspar-
tame’s safety tests.

Instead. in 1977, the FDA decided Lo have
snother special task force lock at three of
Searle's pivotal tests. An Interna]l FDA
memo says this declsion came after Searle
s1d the FDA reached an impasse in negotia-
tions concerning & proposal to have a group
of pathologists from the Universities Associ¢
ated for Research snd Education in Pathol.
ogy (UAREP) review & number of pivotal
tests,

The results of this second gpecial FDA in-
vestigation. known s the “Bressier Report™
afier team leader Jerome Bressier, revealed
& number of problems with three pivota}
aspartame tests.

For example. in one plvotal long-term rat
study using DKP, an aspartame breakdown
product, the scientists reviewing the
Bressier Report found that “the question of
whether the rals’ diet was homogenecus
cannot be conclusively rescived. Although
there {s no doubt that the animals ingested
the DKP. it cannot be determined with cer-
tainty whether the Intended doses were in
{act ingested.”

There were & number of reasons Lo ques.
tion whether the feed had been properly
mixcd with the DKP. The FDA team found
that “no homogeneity tests were performed
on any batches of diet mix* used in the
study. The team also found memos on two
reports which sxid, “These samples were not
homogeneous."

More evidence of concern: The Bressier
Report g1so says thal when FDA scientisty
were Interviewing personnel aboul two
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other tests, n former Searle emplovee, Ray-
mond Schroeder. volunieered that “homo-
Zeneity may have been a problem in the
DKP mixtures” In a follow-up phone call,
the report seys, Schroeder said he had seen
the DKP mixtures and that “In his opinion,
the particles of DKP were large enouth to
wlow the rats to discriminate between the
DKP” and the food.

But the third time the FDA Interviewed
Schroeder, “he seemed reluctant t6 make
any positive statements” saying that after
thinking about &. he was no longer sure
about his previous statements to Lhe tnvesti.
eators,

When contacted by Common Cause Maga.-
tne {n May, Schroeder said he “hadn't
really worked on” the test in question, nor
did he recall volunteering information that
the feed wash't homogeneous. Relevant
parts of the report were read to Schroeder
to refresh his metmory. Did the FDA sclen-
tists fabricale these conversations? *I'm nat
saying they're making it up,” Schroeder pe-
plied. but ~1 don't recal! being that emphat.
ic.”

Team leader Bressler told Common Cause
Magazine recently that “you don't have to
be brilliant to know' that “it was & lousy
study: it wes & sloppy study.” Bressier also
recalls there were indications that the rats
may have found the DKP distastefu} und
therefore not esten it.

Former FDA toxicologist Dr. Jacqueline
Verreit, one of several scientists asked by
the FDA to review the Bressler Report find-
ings, also sald in an tnterview, “There's no
question about it, It was & lousy study.” She
agreed with Bressier that the “question
about the homogeneity of the (rats') dist
was a serious one.”

Some FDA officixls were apparently so
concerned by the findings that they recom.
mended that the FDA wsk UAREP. which
eventually reviewed 12 pivotsl tests. 1o Jook
81 this study along with two others the
Bressler team had investigated and found
problems wiLh.

FDA officials refused. saving that al.
though the suggestion hsd “merlt." the
UAREP review wasn’t necessary, an internal
FDA document shows,

The Hressler review marked the second
time the long-term DKP pivotal study had
gotten u hard look. The 1975 task force In-
vestigaiors aiso found & number of problems
and dircrepancies with this study. The task
force concluded that in this test—as in sev-
ersl others—“the housing and contro) of
animals wes not adequate o insure the va-
lidlty of the studies.” that treatment mix.
tures were not tested to see whether they
were homogenecus, and that there were dis-
crepaacies in the protocols.

In sddition, the report of the 1975 task
force ai30 sald Investigators were stumped
by this incident: Although one Scarle scien-
List had submitted s writien evaluation of a
tissue mass supposedly found on one of the
rats. & lechnician had reporied that he
couldn’t find a mass in the bottle.

The tnvestigators said they ssked the pa-
thologist whether the missing tissue mass
might be in another bottle. According to the
report, the pathologist said that st the time
the animals were zacr ficed. “you should
hate seen things when this study was rune
there were five studier being run at one
time—things were a mesat™

FDA olficials and Sexle delend the st udy,
saving that although there may have been
protiems. the study was stil) vabsd. Both the
FDA 1n¢ Dr. Dantel Azarnot, president of
Searle’s research and d-velopment division,
£av one of several indications that (he rais
Ate the required amount of DKP Is 1he fact
thal 3 statisticaliy sipnificant pumber of
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rals developed tumors 0 thelr wombs
(called “uterine polyps™).

FDA officin)s asked several outside selen.
tists to determine whetlier the uterine
Polype were precancerous, The selentists de-
tided they were not: therefore. the FDA
said, there was no cause for concern.,

But Turner and Olney »ee it differently.
They say the [act that the rats developed
polyps—precancerous or not—i an indica.
tion that DKP may pose heaith concerns.
“Are you going to tell the Amerioan publie,
‘Well, don’t worry, it's not golng to cmuse
cancerous polyps. all it's golng to do ir cause
benign palyps?”“ Turner says.

Turner and Olney my the fact that the
Tuts got uterine polyps st what could heve
beennrylovorumveudmuo!l)&?ls
even more cause for concemn. They asy it is
not unressonable to wmume that the rats
could develop cancerous polyps at higher
doses,

Despite the problems found by the
Bressler team with this DKP test and the
two others reviswed, the FDA decided ta
broceed with Its plan to have the group of
universitly pathologists review 12 other pive
otal studles rather than making Searle do
the studies again. UAREP's mission was o
examine Iab notebooks, recalculate tables
and look at Searle’s interpretations of mi.
troscopic slides (o determine whether the
information corresponded to what was re.
parted to the FDA. .

Like the 1975 task force Investigation, this
review alsq lies at the heart of the current
controversy over Searle’s aspartame tests,
And like the report of the 1975 task lorce,
the UAREP report raised as many questions
&3 It answered. Although the FDA has. tried
to use Lhis review as evidence that the ques-
tionable studles are valid, our investigation
shows that the UAREP revlew does not es-
tablish the Searle tests are valid,

In the words of commissioner Hayes In his
1381 decision, UAREP was to “make sure
that the studies were sctually conducted.”
The pathologists were specifically told that
they were not 10 make a Judgment about
f3partame’s safety or to look at the designs
of the tests. Both Olney and former FDA
commlssioner Schmidt safd In interviews
that examining the design of & test—ihat is,
ascertalning whether it actually does what
it purports to do--is one of the key factors
in determining whether a test is valid.

Why did the FDA choose to have patholo-
Kists conduct an Investigation when even
some FDA officials scknowledged st the
time that UAREP had s limlted task which
would only partially shed Jight on the vaifd.
!l|y of Searle’s testing? The answer (s not
clear,

-Dr.  Xenneth Endicott, director of
UAREP. ssid in &n interviex that the FDA
had “reasons to suspect™ that Searle’s tasts
“were not entirely honest.” Because the
FDA ~had doubts about {Searle's] veracity,”
Endicott said. officials wanted UAREP “tp
determine whether the reports were sccu-
rate.”

FDA sclentist Dr, Adrian Gross, In a etter
to an FDA official, 5aid. “speaking as 1 pa.
thologist,” ft seemed questionable that the
group could do the kind of comprehensive
investigation that was required. He pointed
in psrticular (o a variety of issues (hat
needed to be Investigated. He sald some of
these would Involve closely questioning ad-
ministrators and lab technicians sbout their
practices. Since many important ssues that
should be Investigated “have nothing to do
with pathology.” he said. only trained FDA
invesnigators were qualified 10 do a compre-.
hensive evaluation af the testing,

Consumer ettorney Turner slso ratsed
coneerns, saying he was “unnerved™ by the
UAREP pian. That sas when FDA georrat
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counsel Richard Merrll wrote Turner
saying that {f he disagreed “with FDA's con.
clusions on these issues, the Public Board of
Inquiry on aspartame should provide a vehi.
cle for a definitive resolution, st Yeast for
those studies about whick you sre most con.
cerned.” e

Meanthile. sn interview with Podicott In.
dicates that Adrian Gross was right: the pa.
thologists couldn't—and Sdn't—carry out a
comprehensive review. UAREP determined
that Searle had not Hed about the tast data,
but UAREP didn't do a searching vestiga.
tion of how the tests were conducted.

As former FDA nar Alexander

commissio
‘Schmidt put it in & receat interview,

UAREP looked at the alldes to determine
whether they had been misrepresented, but
didn't look st the conduct of the experi.
meunts in depth. The 1975 task force (Avesti-
gation Jooked at the conduct of the experi.
ments {n depth, but did not look al the
alides.

In an ‘interview, Endlcolt agresd that
UAREP's conclusions did not mean the tests
were valid. Although UAREP did comment
on issues such as protocols, food consump-
tion and the handling of data, Endicort waid,
“there were lots of other opportumities for
error.etrors that would not have been In
the record UAREP reviewed. “We could
only Jook at what was there—the tissues.
he sald. In fact the 1915 task force had
looked at & number of these other aress ang
had found Searle’s testing wanting,

What other aspects of testing are {mpor-
tant Lo the validity of a test?

Are laboratory practices important?

“Oh yes™ Endicott sald. The UAREP
report zaid it had no way of evaluating lab
practices when the studies were conducied.

But the 1975 task foree Investigation had
revealed such serious problems with lab
practices at Searle and other companies in
the late ‘GOs and early 705 that the FDA
was prompied to develop detailed regula-
tions on good Laboratory practices, which alf
laboratories submitted tests Lo the FDA
must now follow. Searie Indirectly seemed
to acknowledge its problems by developing
iLs own labaratory practices regulstions and
providing & draft for the FDA to use In de-
veloping its industry.wide standards.

Is the quality of the personnel Important?

“Oh. yes, very Important.” Endicott sajd,
especislly the credentials of the *senior
people.” The UAREP report safd the pa-
thologisty didn't have enough Informstion
to evaluate the quality of the personnel.

The 1978 task force, however, did raise
concerns sbout the quality and training of
personnel. Pointing out that studies in re-
produciion and terstolory ¢feta! damage)
are an “extremely important phase in safety
evaluation,” (he report says that “the
person [at Searle] responsidle for most of
the reproduction studies reviewed was ap.
parently inexperienced in conducting stud.
les of this nature and vet given tull respon.
sibility st Searte with a title of senior re.
search assistant in teratology. Hix prior ex.
perience was one year's employment with
the IMinois Wildlife Service, where his work
involved {the) populstion dynamics ¢f the
cotton tajl rabbit.™

The report continued: “When asked by in.
vestigators during an Interview what qualifi-
cations or training he had for eonducting re.
production snd teratology studies. he re.
plicd that sRertly after hix employment he
went to & merting of the Terstology Socie-
ty. and Searle pravided himy with any books
on the subject he wanted, This tndividus)
WA Also responsible for 1he tralning and .
pervision of s resesrch assistant and two
techricians,” By the end of 1975, Searle had
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submitled 18 studies relaling to reproduce
tion and teratology,

Iz animal care tmportant?

“Oh yes, very lmportant? Endicott said,
“The main thing to gusrd agalnst is intyo-
ducing an error into the results because of
tmproper animal care.”

UAREP sald It couldn't possibly evaluste
animal care facilities st the time the tests
were done, but noted that since 1968, Searle
{acilitles had been approved by the Amerl.
an Aswociation of the Accreditation for
Laboratory Animal Care.

However, the 1975 task force said that pl-
though it also had no wsy of evaluating
Animal care facilities at the time the tesis
were done, the investigators found “poor
practices” at Sexrle {n October 1978. For ex.
ample, they found thal an exterminator
hired L apray the animal rooms with tnsec.
licides twice m month used a fogging ma.
chine for two or three minutes without Te.
moving the animals from the rooms, “Evi-
dence indicates this practice has been in
elfect aL least since 1970, the report sald.
The Investigators could find no evidence
that treatment mixtures used In the studies
had been tested for pesticide content.

Does the diet deteriorate in storags? Is it
fmportant that the test substance be uni-
formly mixed in the animal feed?

“That's very important, You might vary
the dose.” Endicott said.

The 1975 task force reported that In stug-
ies conducted by Searle and its major con-
tractor, Hazleton Laboratories Corp., “litile
concern was evidenced for the need of
proper quality control of homogeneity, con-
centration or stability of the active Ingred)-
ent-diet.” The report said that because of
{nsdequate practices at both Searle and Ha-
deton, “there is no (ltaifcs theirs) way in
which IL can be assured Lhat animals re-
celved the intended dosages.”

UAREP reinforced Lhese points In fis
report. Noting that the stability (the extent
Lo which #t deteriorates in storage) of aspar-
tame and DKP are “obviously important to
any interpretation of the results of these
studies,” the university scientists reported
that some records indicated that the stabill-
ty of mspartame was “uncertain.” Further.
more. “to UAREP's knowledge, no samples
were analyzed for stability of {aspartame)
or DKP, or uniformity of mixing.” Hazieton
Laboratories told UAREP that “Searle did
not request such tests.”

UAREP offered to carry out “an inde-
pendent analysis on the mixing charscteris-
tic.” the report says, but Searle “declined™
the offer.

AL Lhis point, the FDA was left with the
following {ssues:

The 1935 task force had locked at ‘s
number of the pivolal Lests and raised ques-
Uons about sll of Searles tests—including
the vast majority of the mspartame tests—
done between 1967 and 1975,

The Bressler team had reviewed three pive
otal tests and found 8 number of problems
with those tests.

The designs of the tests apparently had
not been reviewed by the Burcau of Foods
since the Lests have been submitled for the
1974 approval. The 1975 task force said it
found problems In the designs of some
aspartame tests.

UAREP had verified that 12 pivotsl lests
had been conducted, and that few, If any, of
the discrecancies that the pathologlsts
found would have changed the statistical re.
sulls of the test. UAREP says it was told by
both Searle and FDA not to cvaluate the de.
si¢7x 80 “any interpretation of results ap.
plies only to the experiments as designed.”
UAREP also did no! take responsibility for
& number of aspects {mportant to the way
the  studles  were conducted—including
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animal case, lab practices and homogeneity
ol feed. UAREP also xald ity conclulons
~are not necescarily representative of other
Searle studies,”

The FDA's Bureau of Foods relled upon a
number of tests called Into question by the
1975 lask force tnvestigators which were not
feviewed by either the Bressler team or
UAREP, according to 1880 Public Board of
Inquiry documents. That leaves questions
sfﬁg‘l how the FDA determined they were
v,

How did the FDA take all these factors
inlo account when it decided that the tests
were good enouzh 10 rely upen?

Our Investigation found no evidence on
the public record that the FDA successfully
reconciled these factors.

In his 1981 decizion’ approving aspartame
for dry foods, Hayes argued that because
the 1975 task force Investigation “only pe-
ripherally” involved sspartame, it was “Eu.
perceded” (sic) by the UAREP review of the
12 pivotal teste and the Bressler review of
three other tests. In an Interview, Sanford
Miller, chief of the FDA's food salety divi.
slon, also made this argument. But Hayes
and Mitler sppear 1o be wrong. The 1975
task force investigation looked at 25 lests In.
volving severs! drugs and aspartame. The
task force looked at 11 pivolal aspartame
tests, 50 It secms safe Lo say that sspartame
was not a “peripheral” part of the investiga-
tion. :

And who checked the Searle tesis to see
whether their designs, which are crucial to
&n evaiuation, actually messured what they
purported to messure? FDA official Dr. An.
thony Brunctt! says the FDA didn't need to
check the deslgns of the tests because they
had already been checked when the tests
were {Irst submitled for the 1974 approval
of aspartame.

But Turner and Olhey point out that be-
cause Lhe conduct of Searle’s Lests hud boen
seriously questioned by the 1975 task forcs,
there Is no resson that the designs of
Sexrle’s tests checked in 1974 should be con.
sidered reliabie,

Asked whether he knows how the report
of the 1975 task force was taken into ar-
count, Dr. Daniel Azsrnoff, president of
Sesrle’s research and development division,
;%J:‘ieg‘ "1 guess that was done by the

1t seems reasonable to assume that If the
FDA did resolve these questions in & deliber.
ative fashion, there would be some written
record or report. Yet the FDA has never
brought foreard mny document to answer
the questions that have been ralsed in vart.
ous forums over the years—including the
courts.

Nevertheless, the FDA decided the studies
£ould be relied on, and then submitted them
for the Public Boasd of Inquiry's review.

The 1980 Publle Boird of Inqulry was
held because the FDA Is required to have
substantive obfections to the approval of &
food additive or drug reviewed. Ordinarily,
public hearings are conducted by sdminls.
trative law judges, but Turner and Olney
had agreed with the FDA's suggestion Lo try
samething new: have scientists act in the ca-
pacity of judges. Al partles—Searle. the
FDA, and Turner and Olney~had s say in
choosing the three scientists who served on
the board.

The questlons before the Public Board of
Inquiry included:

Could aspartame cause cancerous brain
tumors?

Could aspartame-eilhier alone or in com-
bination with MSG-cause brain damage re-
sulting in mental retardation, endoperine
dysfunction or both?

‘Turner and Olncy srgued that aspartame
had sot been proven safe. They were par
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Ucularly concerned that the sweetencr
could expose people—especinlly unbom chii.
dren and {nfants~to a considerable risk of
brain damege leading Lo elther mental re.
tardation or endocrine dysfunction or both.,
Gearie and the FDA's Bureau ol Foods
u?ued thal aspartame had been proven
sale.

Altheugh Tumer and Olney participated
in the 1980 Public Board of Inquiry, they
were not allowed Lo present thelr concerns
sbout the quality and validity of the tests,
including the pivota) tests,

Even though the FDA general counsel
bad said in 1977 that this should be the ap-
propriate forum in which to raise these
questions. Dr. Walle Neuts, head of the
board, refused to allow questions about how
the tests were conducted,

Nauta said he betieved the bosrd's Job was
to interpret Lhe resulls of tests, He sa;d the
bosrd had to sssume Lhat the tests had been
well-conducled. Although ‘Turner and Olncy
maintained that there were stil} tnajor ques.
Uons about the valldity of the tests. the
FDA and Searle aryued at the Publie Board
of Inquiry that UAREP's review had vsli-
dated the tests.

in an appeal o the FDA commissioner
following the report of the 1980 Pubtic
Board of Inguiry, Turner wtote, “The entire
argument that since the studies arc no
longer considered fraudulent by FDA they
arc therefore scientifically valid is an exasm.
ple of & rhetorical shell game that, if suc-
cessful, can only bring discredit and ridicule
on the FDA ™ ’

Was Nauta concerned about the questions
Tumner and Olney ralsed about the testing?
In an interview In Apri} with Common
Cause Magazine, Nauta acknowledged that
he was, He sald the “general tenor” amongz
board members was “one of worry" about
the validity of the test dats, “There was
considerable concern,” he szald. "It was 3
shocking story we were Lold.” about the his-
tory of Searle’s testing, but “there was no
Way we could go after it. We had absoluiely
no way of knowing who was right. We had
to take the FDA's word.” So Nauta aliowed
the scientiflc inquiry to continue. baced on
R0 sssumptlon that the tests were valid.

Olney tried Lo tell the board that he be.
lieved there were serious, unresolved quesy
tions about some of the pivotal tests—espe.
clally three brain tumor tests later used by
commissioner Hayes in his decision that
Aspartame Is safe. Tipped off by an FDA
employee. Olney had filed under the Free-
dom of Information Act for & copy of the
Bressler Reporl, done by the special team of
FDA investigators and scientists. The team
had reviewed three pivota) tests In 1977,
before UAREP began it study. The
Bressler Repeort raised questions about
whether the rats [n one key test—a test sup.
posedly helping to prove aspartame does not
cause braip tumors—hsad been {ed sufficient
smounts of the test substance, DKP. a
breakdown product of aspartame.

Olney was incredulous when he found out
that the FDA had never made this report
part of the record Lo be reviewed by the
board. In trying Lo make his case thai the
quality of the tests should be reviexed, he
told the board there are “s number of dis.
turbing irregularities and research deficicn.
cies revexled in the Bressier Report, but |
shall {ocus on a single item, & Polare:d pic-
ture of & feed mixture In which the test
compound was 30 poorly {ntegrated into {he
feed that a chemistry technician a1 Scati
had to re-grind the feed mixture her
cvery time It was brought to her for s
Imeasuringl.” Both Searle and the FDA
the photograph Is evidence the problem voas
discovered and corrected.
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Olney also told the 1980 Board of Inquiry
that there were—among other concerns—pe.
rious questiond about two other studies
done to determine whether aspartaine
might cause brain tumors. These studies
were later wied in commissioner Bayes' dagi-
son that aspartame is rafe, The first test,
Oiney mays. “revealed & very high tncidence
of brain tumors, all confined to animaly who
were fed aspartame.” A second test, “known
1o have been conducted under conditions
considered ‘sloppy &t best’ contloued to
reves]l exceedingly high bteain tumor rates,
but with the Incidence perfectly balanced
between experimentals (rats that consumed
Aspartame) and the controls {rats that
didn’t eat aspsrtame).”

Olney sald it is unusual) for the strain of
rat used in the experiments to develop spon.
tancous tumors (Lhat is, to have tumors de-
velop without being exposed to a test sub-
stance), That's why Olney was surprised to
find that the contro) rats in the second
froup experienced a8 high number of brain
tumors, He suggested that there wss evi-
dence In the UAREP report that the con-
trols in the second test may have been acci.
dently exposed to aspartame. thus fnvalidat.
Ing the test.

“Because there is reasonable basis for sus-
peeling that such mixups could have oe.
curred in the Sexrle tumor studies,” Olney
sxid, “Lthese studies should be repeated.”

The Public Board of Inquiry agreed that
the tests results were “bizarre,” and recom-
mended that another long-term test be con.
ducted. But in his 1981 declsion overruling
the board, Hayes sald he betleved bath the
bosrd and Olney were wrong about the inci.
dence of spontaneous brain turmors in the
strain of rats used. Olney said In a recent
Inferview that Hayes' reasoning was “aribi-
trary” and “irresponstble.”

Hayes also azid Olney's theory that both
groups of snimals in the second test may
have been fed sspartame was “speculation.”

Our investigation also turned up questions
about the second test, in which both controt
and experimental groups got hich incle
dences of brain tumors,

A Dec. 8, 1975 task force memo obtained
by Common Cause Magazine stales that this
lifetime toxicity study in rats was “Lhe most
pivotal™ of the tests being investigated by
the 1975 task force because “it was designed
to shaw the no-effect level” of aspartame,
According to the memo, Richard Ronk,
deputy director of Lhe PDA's food safety di-
vision, said that if we were not possible to
“reconsiruct the tables from the rxw data
on the key study,” then the FDA “would
recommend revocation of the {Searle) peti.
tion" that aspariame be spproved.

When UAREP reviewed the study, Iis
report sald that 1t has been “difficuit to re-
construct and document the progression of
the changes of the experiment.... This
task wis complicated by the fact that writ-
ten instuctions requested all earlier versions
of protocols (research plans) be destroved
8s they were updated,*

When these comments were read Lo Ronk
recently, he noted that UAREP gaid it was
“difficult” not “impossible” Lo reconatruct
the test. Asked how UAREP's difficullies
were reconciled, Ronk said, “I'm not going
{0 express an opinion” because questions
aboul sspartame’s approval are now in the
courts,

Without considering guestions ralsed dy
Turner and Olney about the validity of the
tesis, the Public Board of Inquiry resched a
decision. The board determined that aspar-
Lame—eiLher alone or in combdination with
MSG—wouldn't cause braln damage or
neureendocrine  reculstory  dysfunction.
Both Turner and Olney disagerd with thus
finding. Bul the board decided thal there
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were too many unresolved questions about
brain turmors, and recommended thst an-
other long-term test be conducted before
ASpRrtame was spproved.

Both e FDA Buress of Poods snd
Bearle disagreed with the board'sfindingy
on braln tumors and eoncluded that aspar-
tame waz safe and should be approved. The
final decision wes tn the hands of the FDA
comminioner, In the fall of 1880, Bearle
tiled suit in federn! court tn Washington, de-
manding that the FDA commiasioner, then
Dr. Jere Goyan, speed up the final decision.

And on January 16, 1981, just days before
Reagan't Ina! Benrie wrole Goyan,
President Cuwrter’s FDA  eommissioner,
asking him to make a docision on aspartame
before leaving office, *The aspartame pro.
ceeding lasdun'ed\bn for more than six

sgreed with Hayes' dechi
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ments on the Japanese study very caretutly,
Legadly, Bayes could not wse this Lest sz [
basls for his decidon because R had not
been reviewnd In detall Yy the howed or the
FDA. One FDA source swm that evan
thourh Hayes could not say the Japsnese
study was a basls for hig aanted
to hold it out as ealislying the call by the
Public Board of lnqulry for another long-
term test. RN

It sppears that the stratery has worked.
When Common Cause Magazine saked two
members of the Publle Bosrd of Inquiry
why, ss repatied In the press, they had
on 10 overrule
them, they both initlally answered It was
because of the additional evidence—the Jap-.
anese study. In interviews, Dr, Walle Nauta
snd Dr. Vernon Young, both of MIT,

years. Bearie hoas on
preased ts concern over the inordinate
delay and has polnted out the substaniial
expenses and erosdon of our patent protec-
ton azsociated with the dalays.” (In Decem-
ber 1983, Congress passed & law permitting
Searle to extend tts patent, which is now
scheduled to expire tn 1992.)

Goyan left office without declding., and
Arthur Hull Hayes took over a1 tommission-
er in April 1981. A group of FDA scientist
Rad been assembled Lo review the sspartame
data and to make recommendations. Two
FDA officials have told Common Cause
Magazine that Hayes made It ¢clear from the
beginning that he wanted to push aspar.
tame forward, in part ss & sigmal that the
Reagan admintstration was ushering i »
nev ers of regulatory reform. Hayes refused

Aaod tX-

to be Interviewed for this story,
Hayes adopted the Public Board of
Inquiry's decision that aspartame

wouldn't cruse brain damage,

But the brain tumor Lssue was a different
story, An FDA source zays questions regard.
ing the welidity of some of the tests being
relied upon, especially brain tumor tests,
brought to the attention of those close to
Hayes, but “the people at the Lop were not
receptive” .

Insiead, a source sayx, the sclentists advis-
iy Hayes were encoursged to concentrate
on wryuments that could be used to over-
turn the Public Board of Inquiry's recom.
mendation that aspartame not be approved
because the brain tumor issue had not been
resolved. |

Despite what one FDA official described
As “very serious” questions gbout sotne of
the key brain turnor tests discussed sl the
time, Hayes overruled the board in July
1981 and spproved the use of aspartame n
dry foods. Accepting the Secarle tests s
having been conducted properly, he sald he
dizagreed with some of the board's analysis
on the brain tumor lssue and he believed
the board had made some erroneous statlst].
cal assumptions that change the interprets-
tion of sorme test results.

The board had recommended that an-
other long-term study on brain tumors be
conducted, and Hayes pointed 1o a test that
had just been completed by an aspartame
manufacturer {n Japan. However, Hayes ac.
knowledged In his 1081 decision that he had
only & “pretiminary report" of the test and
that it had not been reviewed in depth by
the FDA, "Taking the avallable information
at face value,” he wrote, “this {test) appears
to be negative In terms of brain tumors,” He
described the test as “sdditional evidence”
which did not serve “as a central basis for
my declsion.”

But an FDA source sald that in fact the
Japanese study figured prominently in
Hayes* deciston-making process, even
thouyh he claimed it had not.

This zource sa3s FDA lawyers assigned to
write Haves' decision phrased Haves' com-

Nauta replied,
"That's news to me.” Young sald, “If that's
the case, I've been somewhat misted.™

Nauta, who was chosen by the FDA to
serve on the board. then asld the statiatical
ervors “should have been enough' for Hayes
to overrule the board. Young then ssid he
nevertheless agreed with Hayes' decision be-
cause of the additional study and the power-
ful arguments made by Searle in response o
the Public Board of Inguiry deeision.
Young, who had been recommended by
Searle nz one of the board members, said his
views are based on the sssumption the Lests
were conducted properly. °

The third board member. Dr. Peter Lam.
pert, professor and chairman of the Depart-
ment of Patholoxy at the University of Cali-
fornis, San Diego, was out of the country,
but an ssalstant sald Lampert did not sgree
with Hayes' decislon. Lampert bhad bees
gwuu to serve on the boerd by Twrner and

iney,

Two years after Hayes approved sspar.
tame for use in dry foods and two months
before he left olfice, he approved aspartame
for use In soft drinks, sgain citing some of
the same controversial tests done before the
end of 1875,

Nauta told Common Cause Magazine he
was surprised. He sald the Public Board of
Inquiry's decision “specifically exeluded use
in voft drinks.” He “definitely” would have
wanted to look more elosely st other tests
and factors f he had Xnown soft arink use
wag being anticipated. But he says that at
the time of the 1930 Public Board of In-
Qulry, FDA officiala led him to belleve that
soft, drink use was unlixely because aspar-
tame breaks down in solution and loses its
sweelness when exposed 10 heat, wo use in
soft drinks would be “uneconomical.®

Aspartame breaks down Into chemicals
such a2 DKP and methyl alcohol, The FDA
Say3 this poses no safety concerns. Turner
and Olney and others disagres. (See page

Nauta also sald questions raised by MITs
Dr. Richard Wurtman after the 1981 Public
Board of Inquiry and prior to soft drink ap-
proval should not be dismixsed without “ex-
tensive testing,” Wurtman says his prelim)-
nary tests indicate that large amounts of
zspurisme, especially when consumed with
carbohydrates, may affect brain chemlistry
and therefore behavior, Given consumer
compiaints, Naula ssid, “Dr. Wurtman may
be right:” aspartame “may be harmful In
the long run.”™

Hayes and the FDA's Bureau of Foods dis-
agreed. saving Wurtman's hypothesis is not
supporied by his data, The FDA 12 not re.
quiring testing of Wurtman's hypothess,
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Given the questions surrounding the va.
Hidity and interprewstions of a number of
key tests, dld Hayes decision to approve
aspartame meel the legal test that & {ood
additive Is safe If there Is “reasonabie cer.
tainty of no harm?"

An Internal PDA document says, “The
statute & quite clear: The propopent of a
Iood sddiive petition must prove safely,
Thiz 1s very important because It i quile
poasible that the data sy (all in the “grey
area’ where the food sdditive hss not been
thoxn conclusively to be either enfe or
harmful.”

As & precedent, the document goes on
point out that (n the case of another aweet.
ener, cyclamates, former FDA commissioner
Jere Goyan copduded Lhai because “the
deia were ‘suggestive’ of a carcinogenic
effect, though sdmitiedly toconclustve,” he
could not approve cyclamates “It is In Lthis
same ‘grey’ ares that Dr, Olney, Mr. Turner
and the Board lof Inquiry) believe aspar-
tame falls into,” the docwnent polnted out.

Interna) FDA documents reveal that some
sclentists advising Hayes raised serlous ques-
Uons that the Llests did not establish 4 “res-
sonable certainty” thal aspartame was
proven safe. . .

But Hayes, ax the record shows, decided
that the Searle tests were good cnough.

Sort Damvk Usz—~A Contiroine
CorTROVERSY

When the FDA approved the use of sspar-
tame (n s0ft drinks lsst July, Dr. Walle
Nauta was surprised.

An lnstitute professor in the Department
of Psychology and Brain &cience at the
Mazcachusetts Institute of Technology
(MIT), Nauta had chaired 1 1980 Public
Board of Inquiry oonvened by the FDA Lo
examnine concetns that aspartame might
cauce brain damage or brain tumors. The
board members agreed thal braun damage
wasn't a concerm. But the board belleved
that & had not becn established Lhat aspar.
tame wouldn't cause brain tumors, and
therefore recormmended that aspartaroe not
be zpproved. The bosrd was overruled by
ihen FDA commissioner Aethur Hull Hayes.

In an Interview In April with Commaon
Cause Magarine, Nauta said the 1880 scien-
tlle review “specifically excluded use tn soft
drinks. We were lold by the FDA that
Lpartame In solution has lmited Ule, . . .
We 100k the whole conversation to mean it
w35 unllkely {to be oonsidered ko
sweetner) in bottes or cans.”

11 he had known there were plans Lo add
aspartame to 3o0it drinks, would Naula have
conductad the Public Board of Inquiry dif.
ferently? "Deflnltely, yes,” he sad. “We ccr-
talnly would have had to look st other
things.” such as “whal happens in the
breaXdown process.”

Naula aiso aald he 15 concerned with the
lssue raised by Dr. Richard Wurtman that
large wmounts of aspartame. especlally
when consumed with carbohydrates, may
affect brain chemistry and therefore behay-
lor. Wurtman Is professor of neurcendocrine
regulation st MIT. Nauta zaid Wurtman's
theory, which was rused after the Public
Board of Ingquiry met, needs “extensive test-
tng ™

1 would think {the FDAJ should be fol.
lowing (the Issue] with great concern.”
Nuuta said. “Dr. Wurtman may be right”
aspartame “may be harmful in the jong
run.” The FDA nas s2id Wurtman's hypoth-
esis sn't supported by his data

The FOA's approval ol aspartame {mar-
keted as NurtraSucett for use i soft drinks
last summer dramatirslly expanded sales.
The approval has beoen “incredibly impor.
tani.” says one Indusiry anaiyst, who points
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to & Jump i U.B. sales of sspartame from
$74 million In 1982 to $336 mllon in 188),
He says much of the dramatic incresse can
be sitributed Lo soft drink use.

1o light of the expanded use of aspasrtame
with the approval for & use in soft drinks,
three major concerns have arisen. There is
sharp sclentific controversy cobcerning
these issues, but critics charge that the
FDA:

Pailed to recognize the possibility thst
large amounts of aspartame. especlally
when consumed with carbohydrates, may
affect brain chemistry and therefore behav-
for.

Significantly underestimated aspartame
consumption levels;

Failed to adequately address questions of
safety maised by sspartame’s decotiposition
products, smong them dixetopiperazine
(OKP! and methyl slcohol (methanaoll.
Aspartame decomposes to these and other
chemlicals after sttting in liquids. particular.
Iy scidic liquids, xnd when exposed Lo heat,
WILL NUTIASWEKRT AFYECT JRAIN CHEMISTRY?

Those who had raised guestions include
the National Soft Drink  Association
{NSDA), which wrote a letter to the FDA (n
June of last year. Common Cause Magazine
has g1so Jearned that NSDA considered
Illing an objection to FDA's approval of
aspuriume use in so{t drinks, A draft of the
objections spells out in detall severa! of
these safety concerns, 1 addition to others
{see relnted story, page 30). An NSDA offl.
clial says the objection waen't tiled beczuse
sll the xafety concemns sere resolved in the
mipds of NSDA officials,

But NSDA does agree with several scien.
tists and consumer groups who belleve addi-
tional research should dbe done to answer
questions raised by Wurtman.

Wuritman, who testified in {avor of espar-
tame before the 1980 Public Board of In.
quiry—and who says he occasionally sprin-
kies Equal on his strawberries—does nol be-
lieve aspartame should be banned. But he's
worried about ihe significanty locressed
consumpllon posed by approval In soft
drinks. As he explained in & letler Lo the
editor n The New England Journal of Medi-
cine Iast August, his “piiot studies” suggest
that an increase in aspartame’s use—ie., In
s0ft drinks—may cause ‘“neurochemical
changes that could sifect behavior,” More-
over, he sald he found that the combination
of aspartame and carbohydrates, which are
found In foods such as sandwiches and cook-
les. Increases the “swectener's eflect on
braln compasition.”

In a June 1983 letter Lo the FDA, Wurt-
man suggestzd that approval of espatwme
{or use in solt drinks he withheld pending
further tests. He pointed out that Searle
“has nothing to gain from receiving FDA
approval now and then finding out six
months from now Lhat the aspartamecarbo-
hydrate combinauon seriously slters brain
neurotransmitters tn rats, or behavier in
humans.*

With finsl FDA approval imumninent, Wurt
man wrote the FDA in August 1983, saying
while he felt “moderate levels of aspartame
in the diet are Ukely Lo be safe..." he
would feel more comfortable U the FDA
would place & Lnidt on the amount of aspar.
tame soft drinks could contain. While maost
30fL drinks cOmpanics are using & combina-
tion of aspariame and saccharin, they are
doing $0 primarily bechuse aspartzme fs so
expensive 1about $90 & pound, to sascharin s
jess Lhan 34 8 pound) and because It decom.
poses afier sitting in soluzion or at high
iempcratures. There's nothing to stop com-
panies from using 100 percent aspartamc.
And indeed a few pruducts such ss Sguist,
Sugar-Free Hizes Root Beer »nd Supar-Free
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Orange Crush. probably are using 100 per-
cenl aspartame Lo take advantaxe of il
Image as 8 safe, Jow calorle sweetener, sc.
cording W Dr. Robert McQuate of the
USDA.

Last summer the Cenler lor Sclence in the
Public luteresl. a Washington, DC.-based
hea)th group, echoed Wurtmag's canctins
in & letter to the FDA which noted. “Our or-
mnimton would ke nothing more than to
see saocharin, &. carcinogen, repiaced s
Quickly ss possible, However, it would be
most unfortunate if the replacements) had
undesirable elde effecis.” The center renom-
raended that Searle be “required to ssbmit
to FDA thorough studice of azpartame’s ef-
{ecls on neurotransmitier levels and human
behavior tmmodiately.”

The FDA. however, dirmrmed Wurtmean's
concerns, concluding fn a 18-page better to
him thal 1t didn't believe “whitional behav-
loral testing tn animals or man was required
DPHor 1o spproving i use in soft drinks.™
The FDA has mid Wurtemn's “dats do not
support (his] hypothesic*

Scarle’s Robert Shapiro also argues that
Wurtman's research b insuffient evidence
that aspartame alone, or when conmmmed In
combination with carbohydrates. may cause
health risks. Dr. L.D. Stegnik, professor of
pediatrics ot the University of Iows. who
carried out a mumber of studies “with
hurnans for Searle prior o PDA wppraval,
adds, “There's s possibllity Wurunan s
right, but the probability ta low.”

But sinee the law says the burden of proof
i on Searle to prove (o & ressonabie eertain-
ty that sspartame is nfe. why not wait until
Wurtman's hypothesis is tested? After all,
the National Boft Drink Aszsochation stated
tn its draft oblection to soft drink spprov-
sl—which was never filed—that Wurtman's
hypotheses could be “resolved conctusively®
in “approximately stx manths.®

“You can always ask one additional ques.
tion.” Bhapiro mid. “Hus tt been tested on
left-handed shorstops on ‘Thursday aftcr.
noans (n the Tropic of Cepticorn after mid-
night?”

He says Wurtman had an opportunity to
rmake his case; the PDA concluded be was
wrong. Shapiro says hie has talked to “a hel)
of & lot of people—doctors, scientists, xhom
I respect”—~who belleve there was no valid
reason Lo delay spproval.

Wurtman told Common Cause Magazine
that befare aspartame was approved for soft
drinks last sunuper. he discussed hls oon-
cerns al an NSDA meeting. He also recalls
running ot Howard Roberts, the NSDA
vice president far science and techoology, at
Washington's National Atrport and teiling
Roberts that “il you and your constiluents
listen to the FDA, they’ll be ln & pack of
trouble.™

Wurtmaan says he has recently recejved
funding Lo conduct forther tests.

WILL AMEIRICANS CONSUME MOXS TRAN THE rpa
TSTIMATLS?

The second major controversy fovolves
questions about consumption levels Use in
$0{t drinks dramatically expands the avall.
ability of aspariame In the food supply. Sev-
¢ral months after the FDA gave approval
for mspariame use in soft drinks, Dr, Wil
lam Pardridge. axsoclate professor of medi.
cine at Lhe University of California, Los An-
Keles, wrole ta the FDA, saying he believed
it had “considerably” underestimated the
consumntion of aspariame.

The Community Nutritlon Insutute
(CNTY represented by attorney James
Turner. agrees and has gone Lo court seek-
ing & heiring on the basis of Lhis as well ay
other ssues. Turner believes the FDA'S un-
deresiimation of consumption levels s
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going to be at the core of any problems that
emerge {rom now on.*

The FDA agrees that “the projected est).
mates of aspartame consumption sre central
to the safety evaluation” In fact. in his
138) decision approving aspartame for use
In dry foods. former commissioner Hayes
stated that “the safety assessment on the
braln damage Lisues ix tied closely to pro-
Jected aspartame consumption levels.”

In his decision. Hayes said the maximum
projected consumpiion of aspartame is 34
milligrams & day per Kilogram of body
weight.

However, the Nations) Soft Drink Associa.
tion pointed out In s draft paper on aspar.
tame use in soft drinks written iast summer
that a child weighing about 68 pounds
would consume 23 mitligrams of aspartame
per kilogram of body weight by drinking 45
ounces of -a drink favored exclusively with
aspartame, That means that a child who
drank four cans of the soft drink in a day
could be well on the way Lo hitttng the
FDA’'s maximum projected consumption.

Pardridge also believes it wouldn't be at
all unusual for & person, particularly a
chlla, Lo consume significantly more aspar-
tame than the FDA estimates, In his letter
1o the FDA, he c¢ites the hypothetical ease
of & 45-pound boy who eals a variety of
aspartame-sweetened  foods  throughout
day-—cereal and orange drink for breakfast.
Another drink plus choeolate pudding for
lunch. In the afternoon the child snacks on
a soft drink end five sticks of chewing
gum—all sweetened with aspartame.

Pardridge poinis out that the child will
have consumed 31 miligrams of aspartame
per kllogram before dinner, “where he
might be confronted with sspartame.con.
taining Iced tea, chocolate milk, milk
shakes, chocolate pudding ple, Jello, ice
cream and numerous other products that
*1ll, no doubt, be crested by an inventive
aspartamc cookery.” He says il wouldn't be
surprising i & child consumed $0 miligrams
per kilogram of body weight in one day.

Therelore, “my guestion to the FDA s,
what is the allowable daily intake of aspnr.
tame in miligrams per kilogram per day?”

Common Cause Magazine pul that ques-
tion Lo Sanford Mitler, chief of the FDA's
food safety division. He replled, “Oh, prob-
sbly over 100 miligrams per kilogram. . . . 1
suppose we could go up to 100 miligrams per
kilogram and sull not have any of the (aint.
est worries at all about what the consump-
tion 3. Jt's hard to plck 8 number angd we
picked & conservative one (34 miligrams per
kilogram1.” .

He points out that the Joint Expert Com-
mitlee on Food Additives, an advisory group
to the World Health Organization, has pee-
ommended a higher maximum levet, which
s 40 mitigrams per ktiogram.

In his 1981 decision, Haves said, “ihe
available data establish” that the maximum
projected consumption of 34 miligrams per.
kilogram s “sull far. {ar below any level
even suspected of being toxie,”

Sa what {s the toxic leve!? “That's hard to
say.” Miller observed. “In sll the experi-
ments that were done 30 far, including the
short term human studies, no one’s been
able 10 find anyting of significance except
sorme reduction i{n weight gain, which Lsn't
surprising. . .. So & no effect level can be es.
tablished at a variety of different levels. To
RNIWer your question. ‘What's a toxic level?
ihat’s hard to say.”

But again, Haves' decislon stated that tise
“salely assessment on the braln damage
issues (s tied closely Lo projected aspartame
consumption levels.” So what's the leve} nt
which sipartame exuses brain dunage?

Miller says =nimal studies by Dr. John
Olney. & critic of sspartame. didn’t show
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brain lesions “untfl you get to very high
levels.” which he implied humans couldn't
possibly reach,

While the FDA has said repeatedly It does
not belleve aspartame at projected jevels of
condumption could cause brain damsge, Par-
dridge says “thal s not the proper ques.
tion.” Instend, he says the FDA should have
asked if high dose aspartame use would
“cause subtile changes {n drain develop-
ment.” He poins to the possibility that
women with 4 phenylalanine intolerance
who consumed large guantities of aspar.
tame while pregnant tnight give birth to tn-
fants with “a 10 1o 15 percent drop” (n ex-
pected 1Q leveis. He believes there "are 20
million individuals (n the oeountry with
phenylalanine {ntolerance,” many of whom
may be unaware of their conditlon.

Pardridge recommended that the FDA re-
strict new products containing aspartame
{rom entering the food supply “as soon as
possible, untll clinical and hasic research
sllows for the peevalustion of the intended
dosage and the norms for what constitutes a
harmiul effect of aspartame in humans ™

ARE BREAKDOWN CHEMICALS SAFL?

The third controversy surrounds the de-
composition of aspartame. When exposed to
heat and scidic solutions, aspartame hreaks
down more rapidly and decomposes (o
chemicals such as DKP and methanol. The
FDA has said that while aspartame loses
some of its sweetness, there are no safety
concerns.

But others, such &s the Community Nutri-
tion Institute {CNI), aren't as sure. The
FDA ucknowledges that aspartame breaks
down in heat and/or acidic solutions but
SRYS, “any concern over possible toxic ef-
fects from DKP has been eliminated as o
result of long term antmal studles conduct-
ed using DICP {tself as the test compound.™

One of these studics, it's important to
note, Is the subject of & controversy of iis
ow%T: A long termn study to determine wheth.
er DKP csuses brain tumors In rats was {n-
vestigated by a 1977 FDA task force which
conciuded It was not certaln that the rats
ate the requlred amounts of DKP, thus pos.
sibly invalidating the test. Other FDA offi-
clals disagree, saying other evidence indi-
cates the diet was homogeneous. This con.
iroversial Jong term test was one of the
three tests examined st the 1980 Public
Board of Inguiry to determine whether
aspartame might cause cancer. (See main
story for more on this controversy.)

Meanwhile. CN1 and Dr. Woodrow Monte.
director of the Food Science and Nutrition
Laborstories st Arizona State University.
charge that methyt aicohol, wnother break-
down product, may pose safety conceyns for
consumers, Monte says methyl alcohol's
“chronic toxiecity and carcinogenicity , . .
have not been thoroughly investigated.”
Monte's criticilsrns. dismissed by Shapio sx
the equivalent of saying “the world is flat.”
have been widely reported, but Monte's out-
spoken criticisms of aspartame were under-
mined when it was revealed In The Wall
Street Journal earlier this year that he and
his lawyer allegedly had purchased “put”
options on Searie stock shortly before
Monte sppeared on The CBS Fvening News
expressing his views. A “put™ eption enables
the Investor to profit if the stock value goes
down.

Di1v Tre Sory Daixx INbusyry Resovve Ivs
Sarrry Questions?

According Lo & dralt document obtalned
by Common Csuse Magrzine, the National
Boft Drink Assoclation (NSDA) considered
tiling an objection to the Food and Drug
Adminisiration’s proposed approval of the
use of aspartame In carbonated beverages.

May 7, 1985

The draft objection was dated July 28, 1983,
Just two weeks before the desdline for tliing
formal objections.

In a0 interview, Dr. Robert McQuate, scj.
ence director for the trade group, which
represents Iranchise companies such as
Coca-Cols 1nd Peps! as well as hundreds of
Individua) bottlers, described the document
&% an "internal draft.” He sald the fuct thal
the NSDA never [lled the objection means
the associxtion resolved all the concerns it
had raised in the draft obfection about
aspartame’s safely. “I don't think it war.
rants s detalled defense,” he said in re-

. Sponse to guestions about the document.

~The bottom iine,” McQuate ssysx, “is that
one, FDA approved the use of aspartame in
carbonated beveruges. and two, the soft
drink industry has incorporated NutraSweet
in about 70 percent of the diet xoft drinks.”

Nevertheless, the Interview seemed 1o
Faise a3 many questions as it answered,

Relther McQuate nor Robert Shapiro,
head of Searle’s NutraSweet Group, who
waz also inierviewed by Common Cause
Magazine, fully expiained what happened
behind the scenes -to turn the NSDA
around, Both, however, hinted st significant
maneuvering in the soft drink industry
before NutraSweet was sdded to the solt
drinks. .

Shaplro. for example, scolfs at the sugges-
Hon that the Industry ever had aserious
safety concerns. He and others suggest In-
stead that the trade group was using the
draft odjection as a weapon during intense
negotistions with Seatle over, among other
things, NutraSweet's cost. (Industry sources
33y Seatle sells the sweetener for approxi-
mately $30 & pound; In contrast with saceha.-
rin, which costs less than $¢ & pound.) As
evidence. he polnts out that Searle snd
Coca-Cola thrashed out a “breakthrough
sgreement Lhat defined Lhe ground rules for
NutrsSweet usc™ close to the deadline for
tiling objections.

The NSDA draft petition outlines several
concerns that echo criticisms made by
others who think aspariame should not
have been approved for soft drinks. The
draft objection focuses primarlly on twe
concerny. the instabliity of sspartame,
which decomposes (o chemicals such as
DKP and methy! alcoho) when in solutlon
or exposed to heat: and concerns rafsed by
Dr. Richard Wurtman, & professor of neur-
oendocrine regulation at the Massachusetts
Institute of Technology (MIT). Wurtman
says preliminary experiments indicate that
large amounts of aspartame. especislly
when consumed with carbohydrates, may
affect the brain’s neurotransmitters snd
therefore behavior. The FDA and Seatle
disagree.

The draft objection states that Wurtmen's
Questions are “significant because of the se.
riousness of the potential effects” and “be-
Cause of sspartame's anticipated widespread
usé~use that includes consumption by po-
tentislly vulnerable sub-groups. such as
children, pregnant women xnd hyperten.
slves. Dr. Wurtmen's concerns are shared by
other distinguished scientists expert in this
fleld.” The draft oblection nlso ssys the
legal burden is on Searle Lo prove that there
I3 & “reasonable certainty that no harm to
human hesaith wil) result form aspartame.”
and points out that it would be possible to
resolve Wurtman's hypothests “conclusive.
ly™ within "approximately six months.” The
NSDA dralt objection also says the FDA un.
derestimited consumption of aspartame (n
30t drinks.

Why didn'L the NSDA go forward with fts
objection based on the concerns raised by
Wurtman?
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McQuate suys the issue was resolved by 3
13-page response (rom the FDA to Wurt.
man saying hic dats didn't support his hy.
pothesis.

Alzo during the interview. however,
McQuate sa1d the NSDA takes Wurtmman's
vancerns “seriously,” “} think there’s a le.
Tlimate basis for his hypothesis. ... {
lhink (1's worthy of further Investigation.™

Regurding the decamposihon guestion,
the deuit objection states that Gearle used
an “tnferlor’” cal techaique that “re-
sulted in Insdequate charscterization of
spartame's ok ition ducts” and
thal Lhere were “extousive deficiencies” in
the stability studies. The drafl shjection
Also slates that “under moderste conditioas,
extensive decompasition of aspartame may
oceur o solt drinks.” yet Searie b unable to
account for mmore than one third of the
chemicals W which asparteme deonmposes,
Therelore, "judgments about the safety of
aspartame o soft drinks cannot be made
conlidently,~

How did NSDA resolve the decampasition
question?

McQuate says the decompasition question
was resolved when one or more af the soft
drink companies ¢id their own studies last
summer thet demonstrated “the breakdown
would not be hazardous.™

cQuate scknowledges that the studies
were ahort term. Long term studies thatg
might shed tight on the potential effects of
long term exposure to aspartame’s unident!.
fled breakdowm products were not done ~be-
Cause that obviouslty would take two years
Just to conduct, let alone evaluate the re-
BUls” McQuate zays.

Have the soft drink companies made the
short term studies available to the public?
No, McQuate say¢, adding he doubts these
studies would satisty eritics such as con.
sumer attorney Jumes Turner, who he sug.
gesls would never be salislied with any
study. Why provide “fodder” for erilics? he
ssked. ] don't think It's In our best interest
{10 meke the studies public). 1t becomes sn.
slher tssue we have 10 defend.”

If NutraSweet Is safe, why wren't all the
80t drink companies using 100 percent
NutraSweet instead of a blend of Nutrs-
Sweet and saccharin, since saccharin ig
known Lo cause cancer in rats?

McQuate says there are two reasor.s First.
sspariame Is much more expensive than sac.
charin. Second. NutraSweet is known to lose
its gwectness when exposed to high tem-
peralures. Therelore, solt drinks which
aren’t sold expeditiousty could loss sweet-
ness and “you will have an unacceplable
product,”

He says he belleves that companics which
are using 100 percent NulraSweet—such ai
Squirt—-are doing 5o as a marketing stratepy
that takes advantage of a public peroeption
that saccharin (sn't safe. So how has Squirt
resolved the concern Lhal aspariame breaks
down in hest and Joses sweetness? Squirt
representatives refused to return phone
calls.

Finally, McQuate won't acknowledge that
saccharin isn't safe, onty that it “has been
shown o produce bladder cancer in male
rats &t high (dosage) Jevels.”

tIn 1977 the FDA propased banning Lhe
‘wse of saccharin In food and beverages, In
response to public pressure. however, Con-
gress sald it could be used.)

Why heven't studies been done to deter-
mine the yynergistic (combined; effects. if
any. of blending saccharin and aspariame?

"It 3 8 good questien.” MeQuate answered.
“1 #m not sure that the 1echnology is there
10 do that . ... Maybe it could be done. but
1 don’t think it woul? be a aimple design of
an experiment. 1 guess, in general, you've
gol me thinking 1t's a good question.”

CONGRESSIONAL RECORD — SENATE

Has Searle conducted such atudles?
“That's an interesting question,” Ehnplro
said. ~1 dont think so. In fact, it's the first
titue I've ever heard that question ratsed.™

Notwithstanding the draft objection, Sha-
Piro insists that NSDA never had serfous
concerns about safety. Instead, he says, the
soft drink companies were worried showvt
the high price of sspartame and the fact
that its tretabllity might eause some drinks
Lo lowe sweetness before they were sold. The
nstabllity “poses 1o safely tasue whaterer,
but it does pose » product quality fxsue,”
Bhapiro sayz,

He also acknowledges that Sesrle, which
owns the tatent on both NutraSweet and
the NutraSweet-saocharin biend, was reluc-
1ant to let companies use the blend in part
becsuse of fears that sonsumers who first
tosted the blend would ducide, “Hey, 1 don't
like NutraSweet,’ when i lact they realty
would like NuiraSweel—it's the saocharin
they dan‘t tike.

-A high level FDA official says Searfe waa
trying to force the soft drink compaaics to
use 100 percent NutraSweet, and in additon
BSearle wanted the companies to xign Hox
term contracts that featured regular price
escalations. -

So, would UL be accurate o say that Searle
wanted the soft drink companics L0 use 100
percent NutraSweet, bul they balked be-
cause of the cost, and therefore used the
threat of liling an sbjection Lo s10p Lhe ap-
proval as leverage In negotiatons?

“You're inferring to much.” Shapiro SBYyS.
“7 can only say that If you were Lo ask
people In the soft drink industry whether
they have cancerns as to the safety of
NutraSweet as used In thelr product, I think
the answer very clearly {5 no.' They have
been through thal kind of agony in the
PASL™ he says. referring lo oyl tes
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MIT sclentist Dr. Richarg Wurtman, were
oblalned from FDA by Camnman Cause Mag:
AAzldz:c &sder c;.ae Freedom ol Loformation

ey ¢ symptoms ranging from
headaches, dizzineas and o numb.
fess, rashes. menstrual problems &nd
nauses.

It I obvicusly harder for s perxon 4o
daeczaru.wonlonlnod;ddmutnnboA
prescription drug, bul s number af*people

compluints said that o be certaln in
thelr own minds, they had testod thoir reac-
tions by stopping their consumption and
lhmmxunzulzunlnmvmwume
O An Avauet 1583 et

31T 11 etler L0 Wurtman statod
that sbout & ball-hour after consuning an
aspariarsedweetened drink msde from s
powderod mix. the writer “suddsaly felt
slightly dixzy and could not ooacenirate an
what [ was resding. The skin an y face felt
itehy and My ears began Lo ring. .., My
heart wxs beating quite Fapidly ad 1 had &
burning sensation in my chest, This episode
lasied for aboul one hour™
acknowledged alsy taking & medication
talied Dyazide, but said the adverse reaclion
had “never happened to me before, nor has
:i happened since” last consuming aspas-

me.

A molher wrote that her son broke out in
hives two hours after drinking aspartame.
sweentensd Kool-Aid ... A man reparied
that he experienced . i ess
and irritability after drinking five (o six bot.
Ues & day of diet soda. , . . A diabetic report-
€d that after using four packels of Equal
powder he “broke out in quarter-sized, red
blotches on chest, arms and bips.” . . . And
another person wrote that after using Equat
“1 started to have waves of sumboess mid
Ungly feelings in my head.” After discan-

which the FDA basned In 1970, and saccha.
rin. which FDA proposed banning In 1977,
“They are not eager to go through that
process again.”

Dozs NurraSweer Cavst Apvinse
ReacTions?

In an alfidavic {iled In a UK. district court
last January, 8 woman named “Jaoqueline™
stated that her four-yeurold son Stephen
had had aumerous adverse reactions to
aspartame  (NutraSweet)—among  them
headaches, uncontrollable behavior snd
slurred speech. The woman, whose full
name was deleted In the affidsvit to protect
her privacy, said she had given Stephen var-
fous mspartame-sweetened products. among
them E00l-Ald and Wyler's Lemonade,

Her alfidavit stated that her doctor con-
curred thial aspartame was the cause of Sie-
phen's “aberrational behavior snd symp-
toms,” and she concluded by expressing her
concern that It would de hard for Stephen,
“and other children who cannot read labels
for contents.” o avoid exposure to aspar.
tame In Lhe future.

As of June the FDA acknowledged recefv.
lng about 600 complaints (most of them this
S'ear) from consumers across the country
who believe they have had sdverse reactions
to aspartame. These complaints, which ex-.
peris reler Lo as “snecdotal,” did not follow
& patiern. the FDA maintsined. However,
taking & step I describes as “unusual” the
FDA forwarded the complaints to the Cen.
ters lor Disense Control <CDC) In Allanta,
wiich carries out epidemiological researel
for the federal government. The FDA says
it “hopes™ the CDC's Investication w!ll be
completed this July, “We are Isoking at ths
very, very carelully,” says Sanford Miller,
who heads the FDA's food safety division.
“We take these lcomplaints) very seriousty,

Copirs of many of the complaints, slong
with comnplaints received by Searle and by

tnuing use of the product, the person
wrote, the symploms disappeared.

People started Lo write to MIT's Wurunan
siter he began 1o appear In various media
Feporis on sspartame, Wurtman, who told
the FDA o February he had received “well
over 1,000 letters and “related comnunica-
Uons” from consumers, pointed out that
“most of these lellers bave lacked creditivi-
lity and have been discarded. However, an
important number have described symptoms
which seemed to bear a relationship to
asperizme congumption, and which were
compatible with what might be expected
After an increase In brsin phenylalanine
levels.” Phenylatanine, an amino scid, is one
ol the majfor componenis of aspartame,
Wurtman had done some experiments
which he belicves tndicate that large
amounts  of aspartame—especially when
consumed with foods containing carbohy-
drates—~may nffect behavior,

Consumer attorney James Turncr, who
fepresents the Community Nutrition Insti.
tutle, & pudlic Interest group, points cut that
8 number of complalnts correspond Lo symp-
toms reported in one Searle test on humans.
He says the atudy “reported five Limes as
many complaints by sspartame users than
by the control group, Including complaints
of menstrual eramps, vaginal spotting, de-
pression, alteration of menses, hesdaches,
appctite Ineresse and weight gain,”

But the FDA says Turner ln taking the
3tudy’s results out of context: “The chnical
study referred Lo . . . was only one of sever-
&l clinical studies. which included normal
2dults and children. as wel! as obesc and di-
abeuc adults. conducted by (Scarlel ond
stibmitied to the agency in support of its o -
Ution on dry uses ol aspartame.” the ngency
stated In turning down one of Turner's re.
Quests for & public hearig on sspartamu s
safety. If added. ~based on an analysis of
the resuits {rom ail these studies. FDA con.




