NOTICE - Warning Concerning Copyright Restrictions.

The copyright law of the United States (Title 17, United States Code) governs the
making of photocopies or other reproductions of copyrighted material.

Under certain conditions specified in the law, libraries and archives are authorized
to furnish a photocopy or other reproduction. One of these specified conditions is
that the photocopy or reproduction is not to be “used for any purpose other than
private study, scholarship, or research.” If a user makes a request for, or later uses,

a photocopy or reproduction for purposes in excess of “fair use,” that user may be
liable for copyright infringement.

This institution reserves the right to refuse to accept a copying order if, in its
judgment, fulfillment of the order would involve violation of Copyright Law.



984 THE NEW ENGLAND JOURNAL OF MEDICINE

and serum histaminase should both be determined in addi-
tional cases of medullary thyroid carcinoma; the fare re-
sponse should be studied during the third trimester of preg-
nancy, when circulating histaminase activity Is high; and it
would be of interest to determine whether administration of
aminoguanidine, a potent inhibitor of histaminase, would
restore the response in cases of medullary carcinoma.

SreeneN B, Bavrin, M.D,

Bethesda, Md, National Institutes of Health

HORMONAL CONTRACEPTIVES AND
FIBROADENOMAS OT BREAST

To the Edilor: The conclusions of Wiegénstein et al. (N
Engl J Med 284:676, 1971) regarding the association of oval
hormonal contraceptive agents and adenofibromas seem in-
appropriate. They noted that 12 of 67 women with
adenofibromas had multiple lesions, and that 11 of the 12
reportedly received hormonal contraceptives, It should be
noted that all these lesions were excised during the “oral
contraceptive era,” and that no mention is made of the
number of the remaining 55 women receiving such medica-
tions,

In 1961 we described 79 women who had had
adenofibromas excised before the introduction of oral hor-
monal contraceptives.! Fifteen of these women had' multiple
adenofibromas, resulting in an incidence almost identical to
that veported by Wiegenstein et al,

In their letter, ag well as in their recent article,® the au-
thars imply an association between hormonal contraceptives
and florid epithelial hyperplasia in adenofibromas, Intraduc-
tal epithelial proliferation of variable degree was seen in 22
per cent of patients in our series, and some of these lesions
manifested a “florid” pattern of growth, Similarly, Fechner
was unable to identify any distinctive morphologic pattern in
adenofibromas removed from women taking oral contracep-
tives,* As he noted, the widespread use of oral contracep-
tives and the frequency of tumors such as adenofibromas
may account for their random coincident oceurrence in' the
same patient, and yet cannot be taken as proof of a causal
relation, .
Harowp A, Onerman, M.D.

Ann Arbor; Mich, University of Michigan
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CONTRACEPTION AND PULMONARY EMBOLISM

To the Editor; Iu the recent report by Zimmerman, Adel-
son and Ratnoff entitled “Pulmonary Embolism and Unex-
pected Deuth in Supposedly Normal Persons” (N Engl |
Med 283:1504-1505, 1970) a statistical chi-square test led che
authors to conclude “that the effect of oral contraceptive
therapy on the frequency of pulmonary embolistn is not
dramatic,” This conclusion was incorrectly inferred for two
reasons: the chi-square test is inappropriate for testing pop-
ulation incidences when the frequency is very small (the cor-
rect distribution is the Poisson); correct statistical methodolo-
gy requires more than “significance tests,”

Consider first the death rates for men and nonpregnant
women, The Poisson distribution indjcates a difference that
is significant at the 15 per cent level. This differs markedly
from the chi-square test.

Consider next the difference between nonpregnant women
in two time periods, If, indeed, an attempt is being made to
measure the possible influence of oral contraceplives, there
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is now an underlying assumption that women in period 2
were users whereas women in peviod 1 were not, But the
data do not assure us on this point: of the 10 deaths occur-
ring in period 2, only one of the women is known to have
been using contraceptive pills, and nothing is known about
the other nine women. This fact alone casts doubt on any
test involving these data, .

The most disturbing aspect of the previous researchers'
report is their conclusion, Their purpose was “to determine
the effect of the introduction of oral contraceptive agents
. . " Their data neither indict nor clear oral contraceptives,
(This is contrary to the findings of the British and FDA
Commiltees.)

Furthermore, the “traditional” significance levels in cases
of this kind may easily lead to improper decisions on the
part of physicians and patlents, A conclusion based on san-
pling technics, because of an “unusual sample," can l)e‘
wrong in two ways: a Type I error i3 made if on the basis ol
the evidence oral contraceptives are impugned when in fact
they are innocent of increasing the death rate; a Type II
error is made if oral contraceptives are “cleared” when in
fact they increase the death rate. In making a judgment, one
must view the costs of Type I and Type II errors, Oral con-
traceptives are often used by healthy subjects with adequate
alternatives, Thus, the cost of a Type 1 ervor may be largely
inconvenience, The cost of a Type Il error, on the other
hand, may require the unanticipated ultimate payment, The
severe cost attached to Type Il errors usually dictates thal
the traditional significance level be altered,

SueeN T, Kassouy, P,
University of Calilornia

Irvine, Cal. School of Social Sciences

To the Edifor: The article by Zimmerman ct al, in the De-
cember 31, 1970, issue of the Jonrnel concerning unexpected,
fatal, autopsy-confirmed pulmonary embolism in normal
petsons adds useful information to the body of population-
based statistics on this cause of death,! Tabulations of such
events are not ordinarily recorded in published vital-statistics
reports and permit assessment of changes in rates of rela-
tively uncommon 'diseases that might be atwibuted to the
introdluction of new epvironmental agents such as oral con-
traceptives,

On the basis of the data of these investigators, certain in-
tevesting comparlsons with the published literature on
thromboembolic complications of oral contraceptives may be
made, It has been estimared that the visk of death from this
cause is increased eight times? by these drugs and that mor-
bidity is increased three to six times,

‘The authors observed an increase in mortality rate from
8,04 to 8.96 per 1,000,000 in nonpregnant females; during
the same period, the rate in males decreased. Assuming that
15 per cent of the population was using oral contraceptives,t
the increase in rate observed in females is consistent with «
fourfold incredse in risk attributable to oral contraceptive
use,

The number of cases was small, and, consequently, tests of
significance are negative (regardless of whether one uses
expected values derived from the null hypothesis of no addi:
tional risk for women using the oral contraceptives or Lhe
alternative hypothesis of an increase of several times in risk
for such women) and are not helpful in the interpretation of
these data, '

However, this analysis does indicate the close agreement
of these data with those previously published; the authors
conclusion that the impact of the oral contraceplives is “not
dramatic” thus may be misleading, '

Joun J. Seurociz, M.D,
. DANIEL G, SEIGEL, M.D,
National Institute of Child Health

Bethesda, Md, and Human Development
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The above letters were referred to the authors of the art-
cle in question, one of whom offers the following reply:

To the Editor: Dr, Kassouf objects to the use of the chi-
square test to determine whether a significant increase in the
incidence of deaths from pulmonary embolism occurred
during the years 1962-1969 as compared to 1951-1962. Dr,
Arthur 8, Littell, now of the University of Texas at Hous-
ton, our statistical consultant, disagrees and confirms that no
significant increase occurred in deaths in nonpregnant wom-
en in the second period, Dr, Kassouf further suggests that
the cost of a Type I error — impugning dral contraceptives
when in fact they are innocent of increasing the death rate
— may be largely inconvenience, He makes the assumption
that the alternative to the pill is a safer form of contracep-
tion, Although this may be true for some segments of the
population, in others the alternative is an unwanted preg-
nancy, carrying with it the risks of parturition or abortion,
On this basis, the safety of the pill is indeed a pertinent
question,

Drs, Schrogie and Seigel suggest that our data are not
inconsistent with a substantial increase in risk from pulmo-
nary embolism attributable to oral contraceptive use, not
macle clearly apparent from overall statistics, Dr, Littell and
I agree, As we pointed out, however, a review of all fatal
cases of pulmonary embolism at University Hospitals of
Cleveland during the years 1962-1969 did not reveal a single
case in a patient without serious, underlying disease, If pul-
monary embolism has increased in this area, it is not striking
from our studies. I believe that our original conclusion, that
the data presented suggest that the effect of oval contracep-
tive therapy on the frequency of pulmonary embolism in
Cuyahoga County is nat dramalic, is correct,

Oscar D, Rarnorr, M,D,

Cleveland, O. Case Western Reserve University

PARADOXICAL CEREBRAL AIR EMBOLISM

Ta the Editor: A man with a eentral-venous-pressure cathe-
ter died here recently after paradoxical air embolism to the
brain via a patent foramen ovale, This case demonstrates a
hazard of central-venous-pressure catheters not mentiloned
in previous reports in the Journali

Our patient was a 61-year-old man recovering from vagot.
omy and pyloroplasty for a benign gastric ulcer, One week
afler surgery, during ambulation, his No, 14 central venous
catheter separated from the administration tubing, allowing
air into the venous system, He collapsed almost immediately

but was supported, avoiding the trauma of a fall, Although .

the vital signs remained stable throughout the initial course,
coma, with diffuse neurologic impairment and seizures, rap-
idly developed, Three days later he died of cardiac arrest.
Post-mortem examination revealed a large patent foramen
ovale, with congestive heart failure, The brain demonstrated
multiple and diffuse areas of recent white-matter démyelini-
zation and infarction, without any sign of vascular occlusion,

CORRESPONDENCE

085

This case illustrates a mechanism for neurologic damage
alter venous air embolization, Deaths from that cause have
previously been reported and have been explained by froth
in the ventricle® or fibrin blockade of the pulmonary capil-
lary bed,® but we have seen no reports of immediate neura-
logjc lesions after the introduction of air through a central
venous catheter, The studies of Emerson et al,” demonstrated
that air does not pass through the pulmonary circulation
into the systemic circuit, In our case, the large patent fora-
men ovale and the widespread neurologic damage are con-
sistent with a paradesical air embolus ta the brain,

JEFrREY L, Ponsky
Case Western Reserve University Medical School

WALTER |, Porizs, MDD,

Cleveland, O, Cleveland Metropolitan General Hospital
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SELECTIVE IoA DEFICIENCY AND AUTOIMMUNITY

To the Editor: A vecent clinicopathological exercise in the
Jounalt presents new evidence for an associntion between
the thymus, IgA deficiency, cancer, autoimmune disease and
recurrent infection, The ease described was that of a 70-
year-old woman with a thymoma, selective IgA deficiency,
pernicious anemia and recurrent pulmonary infections, This
combination of abnormalities is not likely to be fortuitous,
IgA deficiency is known to be associated with thymic abnor-
malities in ataxia-telangicctasia, in which an increased preva-
lence of infection and autoimmune phenomena has been
observed? In the Wiskott-Aldrich syndrome there are ele-
vated IgA and thymic abnormalities,! The association of the
thymus and IgA has also been demonstrated experimentally,
In certain thymectomized animals IgA deficiency developshs
and autoimmunity and cancer are known to be more fre-
quent.t

The difficult problem in patients with selective IgA
deficiency is the determination of the basic defect, Does
selectlve IgA deficiency occur Grst and then lead to an attri-
tion of thymic function and loss of cell-mediated immunity,
with subsequent autoimmune disease or cancer? The evi-
dence suggests that selective IgA deficiency is a congenital
defect and that cell-mediated Immunity is normal in most
cases,” If a thymic defect Is present, it is sufficiencly subtle so
that it cannot be determined by current laboratory methads,
The case in the Journal suggests that the thymoma was a
development late in life, as was the appearance of cell-mediated
immunity deficiency, It would be of interest to know whether
the patient showed depletion of thymic-dependent areas
of lymphoid tissue.

Arruur J. AMMANN, M,D,

Ricranp Hone, M.D,

Madison, Wisc, University of Wisconsin Medical Center
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