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“Skimming” of insured patients, “dumping” of emer-
gency patients who cannot afford to pay, and promot-
ing profitable lines of service to the exclusion of those
that are unprofitable are simply not appropriate prac-
tices for our voluntary hospitals and will surely lead to
changes in the way they are treated by governmental
taxing authorities.

In a fascinating account of his hospital’s recent suc-
cessful struggle to avoid property taxation by the city
of Burlington, James H. Taylor, president of the
Medical Center Hospital of Vermont, warns volun-
tary hospital managers and their boards of trustees
that a “hospital’s charitable heritage should not be put
aside in a zeal to demonstrate businesslike manage-
ment.”® He says, “An organization that has not re-
tained the spirit of charity, the sense of service, com-
passion for the sick and injured, and leadership in
addressing community needs will not be successful in
holding itself out to be charitable.” He is absolutely
right.

Of course, his beleaguered colleagues on voluntary
hospital boards in most places around the country
agree with him, but will wonder how the charitable
traditions of their hospital can be preserved in today’s
increasingly commercial and competitive health care
environment, in which private enterprise is fostered
and price seems more important than service.” They
may well ask, If society wants us to continue to serve
the needs of all the sick, why is there no adequate
public support for the poor? Why, indeed?

ArnoLp S. RELman, M.D.
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CORRESPONDENCE

TAME AND HEADACHE

To the Editor: In their meticulous study in 40 volunteers, Schiff-
man et al. (Nov. 5 issue) ! found that the incidence of headache after
the administration of aspartame was not significantly different from
the incidence of headache after the administration of placebo. Al-
though this result seems to refute the role of aspartame as a head-
ache trigger, we propose an alternative interpretation.

Spontaneous consumer complaints suggest that aspartame trig-
gers headache.? We surveyed 171 patients consecutively evaluated
at the Montefiore Headache Unit with regard to dietary factors and
headaches and found that aspartame was reported to be a headache
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precipitant in 8.2 percent — significantly more frequently than car-
bohydrates, a food item used as a negative control (P<0.05), but
less frequently than alcohol, the positive control item (P<0.001).

Thus, consumer complaints and survey data support the role of
aspartame as a dietary trigger of headaches, whereas a double-
blind, placebo-controlled trial does not. This pattern of findings has
previously been noted for such classic dietary triggers of headache
as tyramine and chocolate. In several studies, the incidence of head-
ache associated with these agents and the incidence associated with
placebo were equivalent (Table 1).

Despite these findings, both tyramine and chocolate are still wide-
ly reported to be headache triggers and considered as such by head-
ache specialists. Counseling about these dietary factors remains a
standard part of treatment in many headache centers.

Table 1 shows that in 20 to 44 percent of patients, placebos
trigger headaches, indicating that these agents are potent headache

Table 1. Summary of PIacebo-Controllé‘d Studies of Possible
Triggers of Headache.

AUTHORS AGENTS TESTED INCIDENCE REPORTED

HEADACHE/

HEADACHE/ PLACEBO
HEADACHE/ ACTIVE AND ACTIVE

PLACEBO (%) AGENT (%)  AGENT (%)

Moffett Chocolate vs. 5/25(20) 8/25(32) 1/25(@4)

etal? placebo

Moffett Tyramine vs. 6/25(24) 6/25(24) 3/25(12)

etal.t placebo
Ryan’ Tyramine (125 mg)
vs. placebo

33/75 (44) 31/75 (41) 17/75 (23)

26/75 (35) 22/75 (29) 17/75 (23)

Schiffman
etal! placebo

12/40 (30)  8/40 (20)  6/40 (15)

triggers, at least in the context of the double-blind trials listed. Since
anxiety and stress are widely known to precipitate headaches,® this
is not a startling finding.

If placebos are effective headache triggers, double-blind trials
may be an insensitive method of identifying dietary factors in head-
ache. The double-blind design heightens the subjects’ expectation
that a headache may develop and may therefore increase the inci-
dence of headaches associated with placebo. As a design alterna-
tive, subjects volunteering for a placebo-controlled trial could be
told that they had been randomly assigned to the placebo arm of the
study. Under such circumstances, the headaches associated with
placebo may diminish, whereas those associated with an active
agent may still occur.

Schiffman et al. conclude that aspartame is no more likely than
placebo to trigger headaches. This cautious conclusion is indisput-
able in the light of their careful study. However, the methodolog-
ic considerations discussed above, the experience with chocolate
and tyramine, and the anecdotal’ and survey reports of aspartame-
triggered headaches suggest that aspartame may still be an impor-
tant dietary trigger of headache in some people.

RicHarp B. LirTon, MD. @

Lawrence C. NEwman, M.D.
SEYMOUR SoLomon, M.D.

Bronx, NY 10461 Albert Einstein College of Medicine
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voluntary hospitals, or at least to demand evidence of
sufficient charitable community services as a condi-
tion of continued tax exemptions. There has even been
talk in Congress about making revenues from patient
care in voluntary hospitals subject to federal income
tax (business income unrelated to patient care has, of
course, always been taxable).

Is it true that the voluntary and for-profit hospitals
are carrying the same relative burden of charitable
care for the 35 to 40 million Americans who have no
insurance? If so, the tax-exempt status of the volun-
tary hospitals would indeed be hard to justify.

The answer to this question is complicated by the
fact that hospital financial reports usually do not
distinguish between charity care and bad debts.
Both are usually lumped together and reported as
“unreimbursed care.” Furthermore, reports are usual-
ly based on revenues or charges rather than on ac-
tual costs, thus making it difficult to compare hospi-
tals with different prices directly. Nevertheless, several
studies over the past few years have compared un-
reimbursed care in different types of hospitals. The
results have shown, as expected, that publicly owned
hospitals provide proportionately more unreimbursed
care than either voluntary or for-profit private hos-
pitals. For example, a 1983 study by the Ameri-
can Hospital Association? showed that although tax-
supported public institutions accounted for only 18
percent of all the charges made by nonfederal short-
term hospitals, they contributed 35 percent of all
unreimbursed care. The remaining 65 percent of
the country’s unreimbursed hospital care is provided
in private institutions, approximately 3200 of which
are not-for-profit and therefore tax-exempt, and ap-
proximately 800 of which are for-profit and there-
fore taxed.

Viewed nationally, there did not seem to be much
difference in this study between the two types of pri-
vate hospitals. The American Hospital Association
survey found that the voluntary hospitals provided
unreimbursed care valued at 4.2 percent of their
charges, whereas the corresponding figure for the for-
profit hospitals was 3.1 percent. It was estimated that
true charity care accounted for 1.2 percent of the
charges in the voluntary hospitals and 0.1 percent of
those in the for-profit hospitals.

This survey has been criticized because of a rela-
tively low rate of response from the private sector,
particularly from investor-owned hospitals.! How-
ever, other national studies® have found smaller dif-
ferences or no difference in the amount of unreim-
bursed care between voluntary and investor-owned
hospitals, thus seeming to support the troubling con-
clusion that tax-exempt hospitals are not clearly more
committed to-charitable service than their tax-paying
competitors.

However, some observers have pointed out that na-
tional surveys are misleading because they include
states with and without investor-owned hospitals and
states with various amounts of publicly funded health
insurance. After all, states with no investor-owned
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hospitals or with substantial public support for hospi-
tal care of the indigent would be expected to have
relatively small average contributions by voluntary
hospitals for unreimbursed care. If investor-owned
hospitals do contribute relatively less unreimbursed
care than voluntary hospitals, the difference would
be most apparent in states with relatively little pub-
lic support for the poor and relatively large propor-
tions of investor-owned hospitals. Furthermore, since
investor-owned hospitals are known to charge more on
the average than voluntary hospitals,* any differences
between the two would be more apparent if costs rath-
er than charges were compared.

A Special Report in this issue of the Journal® sum-
marizes the results of an important new study that
examines the question of unreimbursed care from this
more sophisticated perspective. Lewin and Associates,
a respected health care consulting firm, was commis-
sioned by the Volunteer Trustees of Not-for-Profit
Hospitals and supported by a coalition of voluntary
hospitals, health care associations, and the Common-
wealth Fund to compare the amount of unreimbursed
care in voluntary hospitals with that in investor-
owned hospitals. Five states were selected for indi-
vidual study; in all five there were substantial num-
bers of investor-owned hospitals, and state agencies
could provide adequate and reliable data. Calculated
costs rather than charges were used as the basis of
comparison. :

The results are illuminating and persuasive. In four
states (Florida, North Carolina, Tennessee, and Vir-
ginia), the burden of unreimbursed care borne by
the voluntary hospitals in 1984 or 1985 was 50 per-
cent to more than 100 percent greater than that borne
by the investor-owned hospitals. In those states
the average contribution of the voluntary hospitals
ranged from 6.7 to 10.5 percent of total costs; that
of the investor-owned hospitals from 3.7 to 4.9 per-
cent. In California, where the extensive availability
of publicly financed hospital care leaves little need
for free care in the nonpublic hospitals, both volun-
tary and investor-owned hospitals had relatively small
burdens of unreimbursed care, but even there the
contribution of the voluntary hospitals was 15 per-
cent higher.

When one considers further that the fraction of un-
reimbursed care contributed by charity rather than
bad debts is probably much higher in the voluntary
hospitals, and that the cost of unreimbursed care to
the investor-owned hospitals is reduced by lowered
tax liability, these differences in unreimbursed-care
burdens become even more important.

Thus, in at least one important dimension, the com-
munity service rendered by voluntary hospitals has
been shown to be much greater than that provided by
the tax-paying hospitals. That is the way it ought to
be, if the preferential tax treatment of voluntary hos-
pitals is to be justified. However, scrutiny of the vol-
untary sector should not stop there. Society needs to
be assured that tax-exempt hospitals are continuing to
pursue the goals that first defined their social mission.



P

-

-

RS ]

Vol. 318 No. 18

5. RyanREIr. A clinical study of tyramine as an etiological factor in migraine.
Headache 1974; 14:43-8. :

6. Saper JR, ed. Headache disorders: current concepts and treatment strategies.
Boston: John Wrigh/PSG, 1983:33-48.

7. Johns DR. Migraine provoked by aspartame. N Engl J Med 1986; 315:456.

To the Editor: Schiffman et al. reported that aspartame is not more
likely than placebo to produce headaches. For the past few years in
our headache clinic, we have systematically inquired about aspar-
tame use. We have been impressed by the number of cases in which
an observer (not necessarily the patient) detected a clear aggrava-
tion of symptoms at the time of introduction of aspartame into
the diet.

We believe that the study of Schiffman et al. had some serious
flaws and did not reflect the realities of migraine due to dietary
factors. Migraine is a hereditary disease of vasoregulatory instabil-
ity,! and affected patients are exquisitely sensitive to a number of
stimuli, including dietary substances such as tyramine,? phenyleth-
ylamine, and histamine. The group studied was selected on the
basis of patients’ claims of alleged adverse reactions. By limiting a
prospective study to a well-defined group of persons susceptible to
migraine headaches, the investigators would have had a homogene-
ous cohort with a high sensitivity to food triggers. This would have
more clearly separated reactors from nonreactors.

The patients’ symptoms were evaluated on the day either as-
partame or placebo was administered. It is well known that
delayed reactions can occur up to 72 hours after ingestion.® In the
study of Schiffman et al., the blinded challenges were separated by
only 48 hours, making it impossible to draw any conclusions. More-
over, we think that a single challenge is insufficient to confirm
nonimmunologic adverse effects, since these may occur only after
a certain threshold or cumulative level is reached. In addition,
while these patients were in the hospital, did they eat a diet free of
other vasoactive substances (a “headache diet”), or were they
allowed to eat foods that may trigger headaches? We think it is
premature to exonerate aspartame from being a cause of vascular
headaches. Persons susceptible to migraine and other vascular
headaches should continue to be warned of the possible aggravating
role of aspartame, and this substance should remain on the list of
items to be excluded from the diets of these patients until further
studies are completed.

RoBERT V. STEINMETZER, M.D.
RoserrT S. Kunker, M.D.

Cleveland, OH 44106 Cleveland Clinic Foundation
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Letters to the Editor are considered for publication (subject
to editing and abridgment), provided that they are submitted
in duplicate, signed by all authors, typewritten in double spac-
ing, and do not exceed 40 typewritten lines of manuscript
text (excluding references). Submission of a letter constitutes
permission for the Massachusetts Medical Society, its licen-
sees, and its assignees to use it in the Journal’s various editions
(print, data base, and optical disk) in anthologies, revisions,
and any other form or medium. Letters should not duplicate
similar material being submitted or published elsewhere, and
they should not contain abbreviations. Financial associations
or other possible conflicts of interest should always be dis-
closed.

Letters referring to a recent Journal article must be received
within six weeks of the article’s publication. We are unable to
provide pre-publication proofs, and unpublished material will
not be returned to authors unless a stamped, self-addressed
envelope is enclosed. Receipt of letters is not acknowledged,
but correspondents will be notified when a decision is made.
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To the Editor: Schiffman et al. addressed an important public
health issue in studying the effects of aspartame on human brain
function. Unfortunately, their experimental design was flawed in
such a way that their negative results in no way support their con-
clusion that “aspartame is no more likely to produce headache than
placebo.” The flaws of the study include the following.

First, the investigators failed to test a mechanistic hypothesis.
The most likely mechanism by which aspartame may affect human
brain function is through specifically increasing blood, and subse-
quently neurocellular, concentrations of L-phenylalanine. Although
the authors attempted to measure end products of reactions that are
inhibited by r-phenylalanine (norepinephrine and epinephrine),
they made no attempt to quantitate plasma levels of amino acids,
specifically phenylalanine, the competitive inhibitor of tyrosine
hydroxylase.

Second, administration of an “acute” load of 30 mg of aspartame
in capsules during a four-hour period is in no way equivalent to the
long-term ingestion of unencapsulated aspartame in drinks and
foods. First, absorption is less than 50 percent when the agent is
encapsulated.! In addition, it takes at least seven days for blood
concentrations of phenylalanine to reach a new equilibrium.>® It
is therefore unlikely that any important change in blood or brain
concentrations of L-phenylalanine occurred in this one-day “chal-
lenge.” Thus, in the absence of an adequate “challenge,” this
double-blinded study measured only background noise.

Finally, it would seem reasonable to expect the authors to review
the literature when concluding that a known neurotoxin, L-phenyl-
alanine, has no effect on headache. At a minimum, some commen-
tary on the dose-related effects of phenylalanine on human brain-
function should be included.*

Perhaps a more thorough, unbiased peer review of the clinical
research protocols would have produced better-designed experi-
ments. The NutraSweet Company, which supported this experi-
mental design, may have had an interest in protocols that would
find that their product had no untoward effects.

Louss J. Ersas, I, M.D.
Emory University

Atlanta, GA 30322 School of Medicine
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The above letters were referred to the authors of the article in
question, who offer the following reply:

To the Editor: Although anecdotal reports of symptoms occurring
after the consumption of aspartame may seem convincing, such
reports are not proof of causality because of a multiplicity of con-
founding variables and biases.! For example, aspartame is never
consumed in its pure form. Thus, other product ingredients, as well
as environmental factors and medications that may be associated
with headache, cannot be controlled. The Centers for Disease Con-
trol evaluated anecdotal complaints about aspartame in 1984 and
concluded that “only focused clinical studies can thoroughly evalu-
ate whether these cases were actually due to aspartame sensitiv-
ity.”?2 By designing and conducting a randomized, double-blind,
placebo-controlled crossover study with appropriate statistical pow-
er in persons who said they had headache within 24 hours after the
consumption of products containing aspartame, we were able to
eliminate methodologic problems that have arisen.

The issue of potential food sensitivities other than that to as-
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partame, raised by Lipton et al. and Steinmetzer and Kunkel,
was controlled in the study design. Subjects ate exactly the same
foods on both Tuesday and Thursday, the test days, on which they
were given either aspartame or a placebo. In addition, identical
foods were eaten on Monday and Wednesday, the two days before
the test days. Intake of foods containing tyramine or chocolate was
minimal.

The absorption, pharmacokinetics, and metabolism of aspartame
have been well documented by other investigators.>* The use of
aspartame capsules in clinical studies is appropriate and necessary
when double-blind conditions are essential. A recently completed
study demonstrated that there was no difference in the extent of
absorption of aspartame given in capsules and that administered in
solution in a dose twice that used in our protocol.* Stegink et al.?
investigated the same dosage regimen used in our study (10 mg per
kilogram of body weight every two hours for three doses [the equiv-
alent of 4 liters of a beverage sweetened with aspartame]) and
found that the peak plasma levels of phenylalanine did not exceed
those that occur after a normal meal. Furthermore, other groups
have evaluated the effect of an “acute” dose of 10 mg of aspartame
per kilogram on plasma phenylalanine levels in normal persons and
carriers of phenylketonuria and concluded that the plasma phenyl-
alanine levels reached were far below those observed in the basal
state among persons who have brain damage due to phenylketonu-
ria or even among those who have a benign form of non-phenyl-
ketonuric hyperphenylalaninemia.®

Elsas expresses concern that a “mechanistic hypothesis” was not
tested. This assertion is surprising in view of our descriptions of
changes in circulating catecholamines, which were consistent with
previous findings in patients with migraine headache.” The positive
changes in circulating catecholamines found in our study were inde-
pendent of exposure to aspartame or placebo.

8.8. Scurrrman, Pu.D., C.E. Buckrey, M.D.,
H.A. Sampson, M.D., E.W. Massey, M.D.,
J-N. Barantuk, M.D., J.V. FoLLeTT, M.D.,
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Durham, NC 27710 Duke University Medical Center
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TRANSMISSION OF HUMAN IMMUNODEFICIENCY
VIRUS (HIV)

To the Editor: Friedland and Klein’s review of the transmission of
human immunodeficiency virus (HIV) (Oct. 29 issue) ! presents a
balanced view of the issues concerning heterosexual transmission.
However, one misconception is perpetuated: that an equal preva-
lence of HIV infection in the male partners of infected women and
in the female partners of infected men implies a similar efficiency of
transmission in either direction. Similar prevalences of infection are
seen in men and women after repeated exposure to gonorrhea, de-
spite substantially more efficient transmission from men to women
than from women to men after a single exposure.23 In the absence
of genital ulcers or other cofactors that may be more common in
central African than in North American heterosexuals, anatomical
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considerations suggest that the pattern of HIV transmission should
be similar to that of other sexually transmitted pathogens carried in
cervical and urethral secretions or in semen.

The relative inefficiency of female-to-male transmission is also
supported by the fact that in the United States 1045 cases of the
acquired immunodeficiency syndrome (AIDS) in women, but only
293 in men (through March 21, 1988), have been attributed to
heterosexual exposure. Because of societal attitudes concerning ho-
mosexuality, a larger proportion of men than of women are likely to
deny existing risk factors, so even the number cited above may
overestimate the number of heterosexually acquired cases in men,
Moreover, in many of these cases, exposure histories were not ob-
tained by trained interviewers. In New York City, where there are
undoubtedly more women infected with HIV than anywhere else in
the United States, where the HIV epidemic began at least a decade
ago, and where trained public health personnel investigate all
cases,* only 8 of the first 12,000 reported cases of AIDS in men have
been attributed to heterosexual acquisition of the virus.

At present, sustained heterosexual transmission of HIV seems to
be limited by relatively inefficient female-to-male spread. As Fried-
land and Klein point out, however, this situation could change, and
education to modify both heterosexual and homosexual behavior
remains one of the nation’s highest health priorities.

H. HunTter HanDsFIELD, M.D.
Seattle—King County

Seattle, WA 98104 Department of Public Health
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To the Editor: Friedland and Klein hypothesize that the infrequent
documentation of heterosexual transmission of HIV from women
to men in the United States may be a function of the history of
the epidemic. They suggest that the initial phase of the epidemic
was largely confined to male homosexuals and intravenous drug
abusers, so that during this time the number of infected women was
low, and the possibility of female-to-male transmission was small.
Only in a later phase of the epidemic did a considerable pool of
infected women appear. Because the cases of AIDS occurring today
largely reflect infections that occurred during the initial phase of the
epidemic, most heterosexually acquired infections among men are
still in the asymptomatic or latent stage.

We would add that infectivity of an HIV carrier increases over
time, and suggest that this additional factor in the natural history of
HIV infection may magnify the historical effects alluded to by
Friedland and Klein. We and several other groups have observed
that the probability of successful isolation of the virus from blood
varies according to the stage of illness.'® In the early, asymptomat-
ic stages of illness, the probability of such isolation is low, regularly
in the range of 10 to 30 percent, whereas in the late stage of infec-
tion, virus can be readily isolated from the blood in 80 to 100 percent
of patients. Parallel data support a strong association between HIV
antigen in blood and an advanced stage of illness.'®-° Circulating
HIV antigen in blood is detected only infrequently in patients in the
early stages (0 to 30 percent), but antigen is detected regularly in
patients in the late stages (70 to 100 percent). There is as yet no
direct epidemiologic proof that the capacity of an HIV-infected
person to transmit infection to others venereally increases directly
with the duration of infection. However, these data on virus isola-
tion and antigen detection in blood suggest that virus concentra-
tions in genital secretions may also increase over time.
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birth-weight infants. We do agree, however, that the outcome has
improved for this select group — but at what cost? The joys of
following the intact survivors are tempered with the sadness one
feels when caring for children with multiple handicaps. Lest we
appear unduly pessimistic, we have been encouraged by the simul-
taneous nationwide increase in the number of intact survivors.
However, as Nichols confirms, the majority of these infants weigh
700 g or more, and very few are below 600 g at birth.

We do question Dr. Nichols’ assumption that the immature air-
ways shown in his Figure | are not capable of transmitting oxygen
to the capillaries. Our experience has shown, surprisingly, that with
positive pressure ventilation, even infants with this degree of imma-
turity can sometimes be adequately ventilated for extended periods.
As we noted in our report, they may later die of disease-related or
treatment-related complications.? We would like to reiterate that
simultaneously with the search for more effective means of life sup-
port for these extremely immature infants, it is important to broad-
en the efforts and implement plans to reduce the incidence of pre-

' maturity.

Maureen Hack, M.B., Cu.B.
Avroy A. FANAROFF, F.R.C.P.(E), D.C.H.
Rainbow Babies and Children’s Hospital

Cleveland, OH 44106 Case Western Reserve University
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MIGRAINE PROVOKED BY ASPARTAME

To the Editor: Aspartame (NutraSweet) is an artificial sweetener
that is 150 to 200 times sweeter than sucrose and is a dipeptide
composed of the methyl ester of phenylalanine and aspartic acid.'
It was approved for use in carbonated beverages in July 1983, and a
marked rise in aspartame-related complaints to the Food and Drug
Administration followed, with neurologic and behavioral symptoms
(including headache) being the most common cause of complaints.?
Dietary substances, including phenylethylamine, tyramine, and ni-
trites, have been noted to have a role in migraine headache. The
following case suggests the possibility that aspartame may act as
such a provoking factor in migraine.

A 3l-year-old white woman who had had migraine in childhood
had a recurrence of migraine in August 1984 in the setting of heavy
consumption of dietary soft drinks. These vascular headaches were
well controlled with prophylactic propranolol therapy for approxi-
mately 18 months, until fatigue led to tapering and discontinuation
of the propranolol. Within one month, the patient noted a marked
increase in “throbbing” vascular headaches with associated gastro-
intestinal symptoms, which occurred daily within one to two hours
of the ingestion of two to three 12-0z (355-ml) cans of Diet Coke. At
that time, she was drinking six to eight 12-0z cans of diet soda per
day, 15 aspartame tablets, and unknown quantities of aspartame in
other foods (total aspartame, 1000 to 1500 mg per day). During a

10-day trial of avoidance of all dietary soft drinks and added aspar-

tame, the patient noted a marked decrease, and then complete dis-
appearance, of all headaches. Rechallenge with 500 mg of pure
aspartame in solution (14 fluid ounces) resulted in the occurrence of
an identical headache within 12 hours. Consumption of 222 mg of
saccharin and 90 g of sucrose in solution (14 fluid ounces) (adjusted
to approximately equal sweetness) had no effect, and ingestion of all
three solutions by a subject without migraine (D.R.J.) had no effect.

A number of adverse reactions to aspartame have now been re-
ported, including granulomatous panniculitis,® urticaria,” and a
possible association between aspartame and seizures.® Potential
mechanisms for a central nervous system effect of aspartame in-
clude an immunologic mechanismé? and a change in the levels of
brain neurochemicals.®!® Considering the widespread distribution
of aspartame in food products and the relatively hfgh prevalence of
migraine and seizures, it is prudent to include inquirics about aspar-
tame consumption in the evaluation of patients with these dis-
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orders. Future clinical observations of the possible role of aspar,
tame as an inciting or provocative factor in migraine and oth,
neurologic illnesses are obviously needed. .

DonaLp R. Jouns, M.

Boston, MA 02114 Massachusetts General Hospita}:

1. Mazur RH. Aspartame — a sweet surprise. J Toxicol Environ Health 197,
2:243-9. -

2. Evaluation of consumer complaints related to aspartame use. MMWR 1984;
33:605-7. .

3. Selby G, Lance JW. Observations on 500 cases of migraine and allj
vascular headache. J Neurol Neurosurg Psychiatry 1960; 23:23-32.

4. Dalessio DJ. Dietary migraine. Am Fam Physician 1972; 6(6):60-5.

5. Raskin NH, Appenzeller O. Headache. Philad. Iphia: WB Saunders, 198

6. Novick NL. Aspartame-induced granulomatous panniculitis. Ann Intem*
Med 1985; 102:206-7.

7. Kulczycki A Jr. Aspartame-induced urticaria. Ann Intern Med 1986;
104:207-8. :

8. Wurtman RJ. Aspartame: possible effect on seizure susceptibility. Lancet
1985; 2:1060. :

9. Idem. Neurochemical changes following high-dose aspartame with dietary
carbohydrates. N Engl J Med 1983; 309:429-30.

10.  Yokogoshi H, Roberts CH, Caballero B, Wurtman RJ. Effects of aspartame:
and glucose administration on brain and plasma levels of large neutral
amino acids and brain 5-hydroxyindoles. Am J Clin Nutr 1984; 40:1-7.

The above letter was referred to the NutraSweet Company, which
offers the following reply:

To the Editor: Dr. Johns has studied a patient with migraine head:
aches thought to result from the ingestion of aspartame. With
symptom as subjective as headache, it is important that a doubl
blind, randomized, crossover, placebo-controlled design be e
ployed before one can be certain about a causal role for a particular
substance. 5

We would offer the suggestion only that the study be repeat
with the sweeteners administered in capsules, since solutions of;
aspartame and saccharin are easily distinguished by taste. Thus, th
study of this patient was not truly blinded. A double-blind desig
would be preferable, and we would be pleased to supply the ca
sules should Dr. Johns wish to repeat these experiments using su
an unequivocal design.

Aspartame is used by over 100 million people in the Unit
States, and it s remarkable that the product has been associate
with so few i&josyncratic reactions, even at the anecdotal lev
Nevertheless, we endeavor to study each potential adverse reactio
in well-controlled clinical studies at major medical centers. Shoul
any physicians find patients whose clinical histories suggest a po:
ble relation to aspartame ingestion, we hope they will contact us fo
referral.

GErALD E. Gaurr, M.D

Skokie, IL 66076 The NutraSweet Compan




