
264 BRITISH MEDICAL JOURNAL VOLUME 294 31 JANuARY 1987

2 Department of Health and Social Security, Office of Population Censuses and Surveys, Welsh
Office. 1984 hospital in-paeans enquiry. London: HMSO, 1986.

3 Office of Population Censuses and Surveys. The general household survey 1983. London: HMSO,
1985.

4 Office of Population Censuses and Surveys. OPCS surveys ofdisabled people in GreatBritain: social
suvy division. London: OPCS, 1986.

5 Blaxter M. Longitudinal studies in Britain relevant to inequalities in health. In: Wilkinson RG,
ed. Class and healh: research and longitudi data. London: Tavistock, 1986:125-215.

6 Macintyre S. The patterning of health by social position in contemporary Britain: directions for
sociological research. Soc Sci Med 1986;23:393415.

7 Royal College ofGeneral Practitioners, Office ofPopulation Censuses andSurveys, Department of
Health and Social Security. Morbidity statistics friom general practice 1981-82. London: HMSO,
1986.

8 Royal College ofGeneral Practitioners, Office ofPopulation Censuses and Surveys, Department of
Health and Social Security. Morbidity statistics from general practice 1970-71: socio-economic
analyses. London: HMSO, 1982.

9 National Association.of Health Authorities. NAHA's evidence to the NHS Management Board's
review ofRAWP. Birmingham: NAHA, 1986.

10 Ashley J, McLachlan G, eds. Mortal ormorbid?A diagnosis ofthe morbidityfactor. London: Nuffield
Provincial Hospitals Trust, 1985.

11 Mays N. SMRs, social deprivation or what? Social Medicine and Heakh Service Research Unit:
revietingRAWP. London: United Medical Schools, 1986:1-25.

Thyroid disease in pregnancy
One test for pregnancy used by the ancient Egyptians was to
tie a reed round a woman's neck. Ifit snapped thewoman was
pregnant. The snapping was caused by enlargement of
the thyroid, but enlargement is just one of the changes of
the thyroid during pregnancy. Undiagnosed pregnancy
may even be confused with thyrotoxicosis because of the
enlargement, the increased metabolic rate, and the rise in
total thyroid hormone concentration caused by oestrogen
enhancing synthesis of thyroxine binding globulin.
Why these changes happen is not clearly understood. For

example, why should iodine leak from the kidneys and lead
to relative iodine depletion?' Chorionic gonadotrophin is a
dimer with essentially the same a subunit as the pituitary
glycoproteins (such as thyroid stimulating hormone), and
chorionic gonadotrophin and related molecules produced in
molar pregnancies have weak thyroid stimulating activities.2
Despite this the best available measurements of free thyroid
hormone concentrations suggest that pregnant women are
euthyroid,3 though not everybody agrees.
Many doctors in the developed world are not aware that

iodine is a rare element and that iodine deficiency is still a
massive global problem.4 In areas of endemic goitre iodine
replenishment programmes are making slow inroads on
congenital hypothyroidism and the distinct picture of iodine
deficiency disorder causing spastic diplegia, mental handicap,
and deaf mutism. Much of our knowledge on iodine de-
ficiency has come from studies in the highlands of Papua
New Guinea,5 which have led Ekins to suggest that the fetus
needs thyroxine and that appreciable amounts of it cross the
placenta.6 This suggestion is in direct conflict with the dogma
that thyroxine is a prohormone from which is derived
the metabolically active triiodothyronine and that only negli-
gible amounts of thyroxine and triiodothyroxine cross the
placenta.' Ekins also questions the primacy of free thyroid
hormone concentrations in determining thyroid effects,
especially on the fetus. He thinks that increased concen-
trations ofthyroxine binding globulin help to make thyroxine
available to the fetus. These findings have wide relevance
even in developed countries, where most thyroid disease
results from autoimmunity.

Hypothyroidism can cause subfertility (through hyper-
prolactinaemia in some cases) and recurrent abortions. It is
often forgotten as a cause of recurrent abortions-perhaps
because its clinical manifestations may be exceedingly subtle
in young women. Higher doses of thyroxine are thought

to be necessary when treating hypothyroidism in pregnant
compared with non-pregnant women-because the increased
thyroxine binding globulin "soaks up" the thyroxine. The
introduction of improved assays for thyroid stimulating
hormone into routine hospital practice will help doctors get
the dose right.

Thyrotoxicosis in pregnant women is most likely to be
caused by Graves' disease. The long held clinical impression
that the disease ameliorates in the last trimester ofpregnancy
has now been supported by studies showing falling thyroid
autoantibody concentrations, especially thyroid stimulating
hormone receptor bindinig antibody concentrations, in the
last trimester.8 The optimal treatment of thyrotoxicosis in
pregnancy remains open to debate. Mid-trimester partial
thyroidectomy in patients rendered euthyroid by medical
treatment is safe and effective in the hands ofan experienced
surgeon. The ideal medical treatment is not known because
certain key questions have not been definitively answered
for instance, what is the relation between maternal and fetal
thyroid hormone concentrations and how permeable is
the placenta to antithyroid drugs? Carbimazole and its
metabolite methimazole certainly reach the fetus, as does
propylthiouracil, although this may do so less easily.9 Since
there are reports ofcongenital hypothyroidism and large fetal
goitre resulting from overtreatment with thionamides,"° a
case can be made for simply using a drug like carbimazole in
the minimum dosage.
A recent study from Japan compared 43 pregnant women

with thyrotoxicosis who needed thionamides throughout
their pregnancy with 27 in whom the drugs were stopped
before the end of pregnancy."I Thyroxine concentrations at
the end of pregnancy were comparable 'in the two sets of
mothers, but the group in which the drugs were continued
yielded slightly lower fetal (cord blood), thyroxine concen-
trations. Only in the group in which the drugs were stopped
was there a correlation between thyroid stimulating hormone
binding antibodies and cord concentrations of free thyroxine
or triiodothyronine-indicating the influence of these
antibodies on fetal thyroid function. The influence was
overridden and the relation lost when methimazole or
propylthiouracil was continued. As would be expected,
however, the women who were worst affected and therefore
who needed to continue with treatment had higher concen-
trations of antibodies. The authors concluded that high
free thyroxine concentrations and the presence of these
antibodies indicate the fetal need for antithyroid treatment
and that treatment should be aimed at keeping maternal free
thyroxine concentrations in a mildly toxic range.

This study emphatically dissociates maternal triiodo-
thyronine concentrations from fetal concentrations of
either thyroxine or triiodothyronine. This is consistent with
(although not proof of) the special role ofmaternal thyroxine
in determining the fetal thyroid state. It is also consistent
with the -benefit of therapeutic regimens including both
antithyroid drugs and thyroxine. These have been said to
produce especially good results, but until now there has been
no rationale for them.'2

Implicit in the notion of thyroid stimulating immuno-
globulins crossing the placenta is the risk of fetal or neonatal
thyrotoxicosis. Several years ago it was shown that the
concentration of long acting thyroid stimulator protector in
the maternal circulation predicted accurately the risk of the
fetus or neonate developing thyrotoxicosis.'3 What is not
known is whether a self limiting episode of neonatal thyro-
toxicosis is benign or carries long term risks of behavioural
hyperactivity.'4 Fetal thyrotoxicosis may kill and can occur in
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mothers with high concentrations of thyroid stimulating
immunoglobulins who may yet be hypothyroid and receiving
thyroxine after previous treatment, especially surgery, to
ablate the thyroid. Diagnosis of fetal thyrotoxicosis is
difficult but may be suspected from fetal tachyarrhythmias
if the mother has appreciable extrathyroidal features of
Graves' disease or high concentrations of thyroid stimulating
hormone binding antibodies. Treatment with both
carbimazole and propranolol has been successful, although
neonatologists do not like propranolol.'5

Maternal thyroid state after giving birth has been
intensively studied in Japan. Thyrotoxicosis often relapses,'6
but after a few months there may then be a clinically
important period of hypothyroidism, which is followed by
yet another bout of enhanced thyroid function six to nine
months after delivery." These mysterious but important
changes illustrate the powerful and long lasting but ill.
understood mayhem that pregnancy causes in the immune
system.

P E BELCHETZ
Senior Lecturer in Medicine and Honorary Consultant

Physician,
University Department of Medicine,
Royal Liverpool Hospital,
Liverpool L69 3BX

1 Aboul-Khair SA, Crooks J, Turnbull AC, Hytten FE. The physiological changes in thyroid
function during pregnancy. ClinSci 1964;27:195-207.

2 Kenimner JC, Hershman JM, Higgins HP. The thyrotropin in hydatidiform moles is hurnan
chorionic gonadotropin.g Clmn Endocrinol Metab 1975;40:482-91.

3 Hopton MR, Ashwell K, Scott JV, Harrop JS. Serum free thyroxine concentration and free
thyroid hormone indices in normal pregnancy. ClinEndocrinol (Oxj) 1983;18:431-7.

4 Anonymous. Prevention and control of iodine deficiency disorders (Editorial.) Lancet 1986;ii:
433-4.

5 Pharoah POD, Connolly KJ, Ekins RP, Harding AG. Maternal thyroid hormone levels in
pregnancy and the subsequent cognitive and motor performance ofthe children. Clin Endocrinol
(Oxf) 1984;21:265-70.

6 Ekins R, Edwards P, Newman B. The role ofbiding-proteins in hormone delitvry. In: Albertini A,
Ekins RP, eds. Free homiones in blood. Amsterdam: Elsevier Biomedical Press, 1982:3-26.

7 Davies TF, Cobin R. Thyroid disease in pregnancy and the postpartum period. Mt SinaiJ Med
(NY) 1985;52:59-77.

8 Amino N, Kuro R, Tamzawa 0, et al. Changes of serum anti-thyroid antibodies during and after
pregnancy in autoimmune thyroid diseases. ClinExpImmunol 1978;31:30-7.

9 Marchant B, Brownlie BEW, Hart DM, Horton PW, Alexander WD. The placental transfer of
propylthiouracil, methimazole and carbimazole.J ChnEndocrinol Metab 1977;45: 1187-93.

10 Becker WF, Sudduth PG. Hyperthyroidism and pregnancy. Ann Surg 1959;149:867-74.
11 Momotani N, Noh J, Oyanagi H, Ishikawa N, Ito K. Antithyroid drug therapy for Graves' disease

during pregnancy. NEnglJMed 1986;315:24-8.
12 Ramsay I, Kaur S, Krassas G. Thyrotoxicosis in pregnancy: results of treatment by antithyroid

drugs combined with T4. Clin Endocrinol (Oxj) 1983;18:73-85.
13 Dirmikis SM, Munro DS. Placental transmission of thyroid-stimulating immunoglobulins. Br

MedJ 1975;2:665-6.
14 Hollingsworth DR, Mabry CC. Congenital Graves' disease. In: Fisher DA, Burrow GN, eds.

Perinatal thyroid physiology and disease. New York: Raven Press, 1975:163-83.
15 RamsayI. Attemptedpreventionofneonatal thyrotoxicosis.BrMedJ 1976;ii:1110.
16 Amino H, Miyai K, Onishi T, et al. Transient hypothyroidism after delivery in autoimmune

thyroiditis.J ClinEndocrinolMetab 1976;42:296-301.
17 Amino H, Miyai K, Yamamoto T, et al Transient recurrence of hyperthyroidism after delivery

in Graves's disease. J Clin EndocriolMetab 1977;130-6.

How useful a diagnosis is
borderline personality disorder?
Borderline personality disorders are included in the
American Psychiatric Association's Diagnostic and Statistical
Manual ofMental Disorders (third edition: DSM III),' yet I
suspect that many British doctors are unfamiliar with the
diagnosis. To understand the term we need to consider its
two parts. The word borderline was introduced to describe
psychiatric disorders that are difficult to categorise because
they lie on the border between neurosis and psychosis. (Its
use in psychoanalysis has become specialised.2) A person
with a -personality disorder has an enduring way of perceiv-
ing, relating to, and thinking about the environment and

himself that causes distress or significant impairment in
social or occupational functioning. So a diagnosis of border-
line -personality disorder may be made when a patient
with longstanding difficulties in his relationships reports
symptoms that though not clearly psychotic suggest dis-
ordered mental functioning.,
The criteria that DSM III uses to define borderline

personality disorder may be summarised as: potentially self
damaging impulsivity; unstable and intense interpersonal
relationships; inappropriate intense anger and lack of
control; identity disturbance; affective instability; intoler-
ance of being alone; physically self damaging acts; and
feelings of emptiness or boredom. The best way to make the
diagnosis is through a semistructured interview.3

Schizotypal personality disorder, which is distinct from
schizoid personality disorder, is a better diagnosis when the
patient has suspicious or paranoid attitudes, sensitivity to
criticism, ideas ofreference, poor rapport, and an odd way of
communicating. As a category schizotypal personality
disorder has replaced borderline schizophrenia, although
this term is still used to describe certain peculiarities that are
common among the biological relatives of schizophrenics.45
Randomised controlled trials have now shown that some

borderline and especially some schizotypal symptoms are
reduced by neuroleptic drugs in low doses.8 Thiothixene
(a thioxanthene marketed in the United States) reduces
illusions, ideas of reference, psychoticism, obsessive com-
pulsive symptoms, and phobic anxiety. Haloperidol reduces
depression, anxiety, hostility, paranoid ideation, and psy-
choticism. Amitriptyline is less effective except in reducing
some aspects of depression.

So should those who fit the DSM III criteria for borderline
personality disorder be treated with low dose neuroleptics?
Some psychiatrists doubt the clinical usefulness of the DSM
III categories: some symptoms are reduced by drugs and
others by a placebo, and, moreover, these reductions are
usually insufficiently general to improve the overall con-
dition of the patient as measured by assessment scales. The
disorders as defined by DSM III seem to be mixtures of
problems that may have a biological basis and of others that
have their origins in childhood and adolescent relationships.
Furthermore, the diagnosis gives no indication of possible
causes of the condition as DSM III is "generally atheoretical
with regard to aetiology."

Difficulties arise in diagnosing all forms of personality
disorder. DSM III has more than 10 subclasses but does not
define a "significant impairment." Is the standard of social
functioning absolute, or does it vary with age, occupational
class, or subculture? DSM III helps by including scales for
rating adaptive functioning, and these give an indication of
the degree of impairment. DSM III is important because it
provides a common language for scientists, but it does not
help with decisions about how individuals are to be treated.
Can then the terms personality disorder and especially
borderline personality disorder be dispensed with in the
clinic? Obviously they should not be used as either a vague
disparagement of an awkward patient or a euphemism for a
schizophrenic illness.
The results from trials suggest that the best way to arrive at

treatment is to ask more specific questions about each
patient. What symptoms are to be treated and how? If social
functioning is impaired what should be done through
counselling, psychotherapy, or other psychological methods
to modify the way in which the patient sees himself and
relates to others? If there are borderline symptoms do drugs
have a part to play? Anxiolytic drugs may help with anxiety

 on 24 M
ay 2023 by guest. P

rotected by copyright.
http://w

w
w

.bm
j.com

/
B

r M
ed J (C

lin R
es E

d): first published as 10.1136/bm
j.294.6567.264 on 31 January 1987. D

ow
nloaded from

 

http://www.bmj.com/

