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Solitary Thyroid Nodule

SIR,-We agree with the view expressed in
your leading article (10 November, p. 310)
that clinically solitary thyroid nodules should
be removed surgically because some are
malignant. A proportion of benign follicular
colloid nodules and papillary and m dullary
carcinomnas can be recognized by fine-
needle biopsy, but follicular carcinoma can-
not be distinguished from benign adenoma
by needle biopsy and here frozen section is
also unreliable. Lobectomy provides the
tissue necessary for diagnosis and is the
d,efinitive treatment for follicular carcinomas,
which have a good prognosis.'

In thyroid cancer we must consider the
way the disease behaves and the possible
effects of each type of treatment. The
behaviour of papillary, follicular, and
medullary thyroid cancers, which may pre-
sent as a solitary nodule, is documented in
the clinicopathological classification of
Hazard2 and Woolner et al.,3 which is now
widely accepted. Different classifications
may confuse; for example, Russell's descrip-
tion4 of tumour spread within the thyroid is
difficult to interpret because the Hazard-
Woolner classification was not used. If it
had been, however, the descriptions given
plaoe at least 80°% of his carcinomas in the
papillary group.

Advocates of total thyroidectomy must
define their aims since the behaviour of
some thyroid carcinomas is remarkably
"benign." Total thyroidectomy is more
radical than is usually necessary and neither
removes the primary en bloc with its
lymphatic drainage nor reliably ablates all
thyroid tissue as a preliminary to radio-
iodine treatment. Of its complications, Dr.
H. J. Goldsmith (5 January, p. 39) mentions
hypoparathyroidism. The incidence of this
reported by ex-perienced thyroid surgeons is
about 150% after total thyroidectomy and we
have recorded that of 12 children operated
on in England and Wales in 1962-67, five
have hypoparathyroidism, from which one
almost died.' The condition is serious and
requires life-long treatment so that only if
thyroid cancers were more "malignant"
might one accept this penalty. In this re-
spect Dr. Goldsmith's analogy with prostatic
cancer reflects Crile's view of some of these
tumours.1-We are, etc.,
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New Vasodilator Drugs for Hypertension

SIR,-In your leading article (27 October, p.
185) you draw attention to the interesting
new peripherally acting drugs which are be-
coming available for the treatment of hyper-
tension and you mention diazoxide, guan-
cydine, and minoxidil. Prazosin,1 2 an amino-

quinazoline, is another such drug that de-
serves mention. The mode of action appears
to be a functional blockade of the a-adreno-
receptor without receptor occupancy. Rela-
tively little has been published on it so far,
but good results have been reported34 and
we also have found it useful.
We have used prazosin for up to two years

in a mixed group of patients main,ly with
essential hypertension. The drug was used
either in addition to other antihypertensive
therapy in patients whose blood pressure was
not satisfactorily controlled or as the sole
antihypertensive agent in patients who had
no previous treatment. Of 24 patients in
whom the drug could be evaluated, only
three showed little or no response and in
many the blood pressure control has been
very satisfactory. There was little postural
effect and tolerance was not seen. The mean
daily dose of prazosin was 12-5 mg; in-
dividual dosage varied widely, from 1 to 36
mg per day. There was no significant weight
increase or fluid retention. Heart rate was
not affected except that one patient de-
veloped a sinus tachycardia and a possible
paroxysmal tachycardia apparently related to
taking the drug.
In general, side effects were not a problem,

but one patient had headaches, one who was
also on methyldopa had odd dreams, and one
who was taking chlorpromazine and amitrip-
tyline developed acute agitation which
rapidly settled when the drug was stopped.
Hypertrichosis has not been noted. Chest x-
ray, E.C.G., and the results of laboratory
tests, including serum electrolyte, urea, and
creatinine levels, liver function tests, haema-
tological and serological examinations, and
urine analysis, did not show alterations from
the baseline data obtained before prazosin
therapy. Three patients suffering from bron-
chial asth-ma in addition to their hyperten-
sion tolerated prazosin well.-We are, etc.,
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Parents of Battered Babies

SIR,-Dr. S. M. Smith and his colleagues
(17 November 1973, p. 388) examined the
age, social status, and personality character-
istics of a group of parents of battered
babies. They concluded that psychiatric
assessment of battering parents is useful in
the management of these difficult family
situations. No mention was made of the
marital status of the parents in the study
group or their relationshi,p to the battered
child. One is left to conclude that these
"parents" were the natural parents and that
they were legally married. If this is so,
their representative sample is at variance
with our experience in Leeds. A survey of
36 "family groups" from each of which a

battered child was admitted to a paediatric
ward during the years 1971-3 showed that
only 19 (53%) of these children lived wit,h
their natural parents; two of these parents
were unmarried. Twelve lived with a natural
mother and a substitute father and one with
a natural father and a su-bstitute mother.
Three lived with a natural mother only and
one was battered by an unmarried foster
mother. It can be seen from our sample that
a large minority (47%) of the -battered
ohildren were not living with their natural
parents at the time of the battering. The
mean duration of the marriage of natural
parents was two years 10 months and that
of the relationship of unmarried "parental
couples" was eight months.
We feel that our observations on the

family groups of battered children must be
abnormal and have a bearing on the
circumnstances leading to child abuse.
Therefore any analysis of parental charac-
teristics must surely include consideration of
these factors or be incomplete and there-
fore less meaningful.-We are, etc.,
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Complication of Laparoscopy during
Early Pregnancy

SIR,-The report by Dr. M. B. Barnett and
Dr. D. T. Y. Liu (23 February, p. 328) of
three cas2s of carbon diox;Je gas embolismn
after penetration of tne pregnant uterus by
a Verres's needle before laparoscopy is
timely and underlines one of the hazards of
this procedure when carried out after
aspiration termination of pregnancy.

In many women seeking termination
laparoscopic sterilization is best postponed
until some weeks after the termination, when
the uterus has returned to its normal size
and vascularity. This is especially so when
the patient is seen sufficiently early in her
pregnancy for termination to be performed
as an outpatient procedure under local
anaesthesia (paracervical block). In other
women it is appropriate to combine
aspiration termination and laparoscopic
sterilization, and in such cases I believe the
risk of penetrating the uterus can be mini-
mized by introducing the Verres's needle
immediately below the umbillicus un-
connected to the souroe of gas. The absence
of connecing tubing gives a greater feeling
of sensitivity to the needle, which is ad-
vanced two or three centimetres parallel to
the skin surface before being angled down-
wiards into the peritoneal cavity. The
passage of the needle point through the
rectus sheath and musele is clearly felt by
the operator's finger and thumb on the
proximal end of the needle. Once in the
peritoneal cavity the needle point is re-
tracted and the absence of penetration of
uterus or bowel is demonstrated by free
side-to-side movement. The oonnecting
tubing is then attached to the proximal end
of the needle and nitrous oxide, which I
prefer to carbon dioxide, introduced into the
peritoneal cavity, careful attention being
paid to the pressure on the manome,ter
gauge.

Laparoscopic sterilization is a very valu-
able procedure because of the short in-
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patient stay required, and any step that can
make it safer is worth while.-I am, etc.,

MICHAEL BRUDENELL
King's College Hospital,
London S.E.5

SIR,-I note that in the three cases of
accidental insuffilation of gas into the
uterine cavity reported by Drs. M. B. Bar-
nett and D.T.Y. Liu (23 Febrary, p. 328)
"the pressure was continuously monitored
and never allowed to exceed 30 nun Hg."
This level would seem to me to be ex-
cessive.
Many of the hazards of laparoscopy are

associated with induction of the pneumoperi-
toneum. These can involve injecting gas into
many areas such as bowel, subperitoneal tis-
sues, the uterus itself, and other tissues, and
it is my experienoe that in all such cases the
readings of induction pressure were higher
than norTmal, which I take to be between 10
and 12 nun Hg. In fact if the reading is
higher than 14 nun Hg I always remove the
Verres's needle and reinsert it. It is a com-
mon finding that the fundus of the uterus
has a small nick in it, particularly when
sterilization is carried out after termination
at more than 12 weeks' pregnancy.

I would suggest that if such dangers are to
be avoided pressures should be continuously
monitored and never allowed to rise above
14-16 mm Hg, the higher level being associ-
ated with inspiration, particularly if the
patient is on an insufflator.-I am, etc.,
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Influenza Virus Vaccination and Renal
Transplant Rejection

SIR,-Briggs et al.' have drawn attention
to an apparent association in their patients
between a severe attack of influenza and
acute rejection of a renal transplant. They
suggested that infection with influenza virus
may have caused a general stimulation of
the immune response of the patients. They
questioned the advisability of immunizing
patients with transplants because influenza
vaccine may produce a general stimulation
of the immune response. Commercial in-
activated influenza virus vaccines contain
varialble amounts of chick embryo antigens
which may be similar to or cross-react with
human tissue antigens. These vaccines may,
for example, stimulate a significant rise of
anti-A isoagglutinins in healthy people of
blood groups 0 or B.2 3

It has been the routine policy of this unit
to offer influenza virus vaccination to
patients who are awaiting renal transplanta-
tion and also to those who have received a
transplant. After the report by Briggs et al.
we have carefully followed up the patients
with transplants who received influenza
virus vaccine during the autumn of 1972.
One patient had a rejection episode which
occurred six weeks after vaccination. How-
ever, this oocurred after a New Year week-
end in Scotland when the patient omitted
to take his immunosuppressive drugs, which
we feel is nore likely to have caused the
rejection episode than the vaccination. The
remaining 17 patients did not have any

episode of rejection over a three-month
period after the vaccination. One patient
who did not receive vaccine developed a
moderately severe attack of influenza but
this was not followed by a rejection episode.
During the autumn and winter of 1973

22 patients who had received renal trans-
plants and four normal subjects acting as
controls were investigated for the p-resence
of cytotoxic antibodies in the serum before
and after administration of inactivated in-
fluenza virus vaocine B.P. by intramuscular
or subcutaneous injection. The post-
immnunization blood samples were taken
from the controls after 10-14 days and
from the transplant recipients at their next
visit, usually 14-21 days after imnunization.
Serumn was separated at once and was stored
at -20°C until tested. All the samples were
tested for HL-A antibodies using a two-
stage microcytotoxicity technique.4 Lympho-
cyte suspensions were prepared from freshly
drawn blood by flotation,5 and the panel of
cells used contained the following antigens:
HL-A 1, 2, 3, 9, 10, 11, W 28, W 29, W 32,
HL-A 5, 7, 8, 12, 13, W 5, W 10, W 14,
W 15, W 16, W 17, W 18, W 22, W 27. The
results are shown in the table.

Presence of Cytotoxic
Antibodies

Before After
Subjects Immunization Immunization

3 controls _
1 control + + t

18 patients _
3 patients* +
1 patient* +

*Prevaccination specimen taken three weeks after
transplantation and several months before vaccination.
tSpecificity and titre unchanged from earlier observa-
tion.

In only one of the 22 patients was anti-
body detected which had not been present
before vaccination. In this patient (blood
group A) the first sample was taken three
weeks after transplantation and the vaccina-
tion was carried out 13 months later without
an imxnediate prevaccination specimen being
obtained. It is therefore uncertain whether
the presence of cytotoxic antibody after
vaccination was related to this measure.
None of the patients vaccinated, including
the one with cytotoxic antibodies, showed
any evidence of rejection during the period
after vaccination.
This evidence does not support the

concept that influenza vir-us vaccination is
likely to provoke a rejection episode in a
patient who has had a kidney transplant.
The evidence that it may be responsible for
the appearance of cytotoxic antibodies rests
on one patient, in whom their appearance
may well have been a response to the
presence of the kidney graft itself.-We are
etc.,
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Reactions to Immunization

SIR,-With reference to Dr. E. P. James's
letter (16 February, p. 287), studies of the
immunological system in the neonate are
complex. Premature infants are very likely
to develop hypogammaglobulinaemia.1
Furthermore, up to 4°% of babies born at
full term are slow to replace maternal IgG
and 25% of these (1 %", of all births) will
suffer a transient but often severe hypo-
gamnmaglobulinaemia.2 There are in addition
those infants who suffer from a primary
immnune deficiency such as Bruton's hypo-
gammaglobulinaemia. Vaccination with an
attenuated live vaccine is an extremely
hazardous and frequently fatal procedure in
all such infants. Accordingly it is essential
that a careful check be made both of the
infant to be vaccinated and of the family,
particularly siblings, for a history of
abnormally frequent or severe infections.
Then if necessary the immunoglobulin levels
should be measured before vaccination-it
is obviously not practicable to do this before
vaccination in every infant.
Adherence in this practice will certainly

contribute to a reduction in the incidence
of complications following vaocination and
ensure that the technique of active im-
munization retains its place as a valuable
prophylactic procedure.-I am, etc.,

RALPH H. ROUSSELL
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Jaundice after Halothane

SIR,-We should like to conmment on the re-
port by Dr. W. H. W. Inman and Professor
W. W. Mushin based on reports of jaundice
attributed to halothane received by the Com-
mittee on Safety of Medicines (5 January,
p. 5).
We believe that a report of this nature and

potential international importance deserves a
more detailed explanation of the method by
which the committee collects its cases than
that provided by the first three lines of the
seotion entitled "Material and Methods."
Who is asked to submit cases? How much
information is requested? To what extent
does the conmittee verify the information it
receives? To what extent does the committee
seek additional pertinent information rela-
ting to specific cases? Our final question
concerning this aspect of the report is, how-
ever, the most important. What specific
diagnostic criteria does the committee insist
upon before a case report is classified as
"attributing" a particular drug reaction to a
specific medicine? As halothane hepatitis is
indistinguishable from viral hepatitis, a point
acknowledged by Dr. Innian and Professor
Mushin, this question is of extreme impor-
tance to those who are interested in evalu-
ating their report. The fact that the authors
make a point of noting that "in the nine-year
period . . . no report attributed jaundice to
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