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Clinical aspects of recurrent postpartum
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Conclusion. There was a 70% chance of developing recurrent
PPT after a first attack, and a 25% risk even in women who were
only anti-TPO positive without thyroid dysfunction during the
first postpartum period. The recurrence of postpartum depression was not related to thyroid function. Patients noted to have
thyroid dysfunction or just to be euthyroid but anti-TPO positive
after pregnancy should be assessed carefully after a subsequent pregnancy.
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BRIAN HARRIS
SUMMARY
Background. Postpartum thyroiditis (PPT), characterized by
transient hyperthyroidism and transient hypothyroidism, occurs
in 5–9% of women. It is accompanied by the presence of circulating antithyroid peroxidase antibodies (TPOAb) which have
been associated with an increase in depressive symptomatology compared with TPOAbnegative women.
Aim. To assess the frequency and nature of the syndrome in
patients studied in detail after more than one pregnancy, as
there are only sparse data on recurrence of PPT.
Method. Fifty-four patients were identified who had participated
in at least two of three detailed postpartum studies of thyroid
and psychiatric function during the past 12 years in the
Caerphilly and Cardiff regions of South Wales. They included
two women who had had three pregnancies. All patients had
been followed monthly postpartum for at least six months, and
44 had been followed for 12 months.
Results. Of the 13 patients who developed PPT after their first
pregnancy, nine had a recurrence of dysfunction after a further
pregnancy and four remained TPOAb positive. Of the 24
women who were euthyroid anti-TPO positive after the first
pregnancy, six developed thyroid dysfunction after a subsequent delivery, 14 remained antibody positive and euthyroid,
while four underwent seroconversion and were antibody negative. The control group of 17 women were antibody negative
after the first pregnancy; 16 remained negative after a further
pregnancy and one became anti-TPO positive. The severity of
PPT was slightly, but not significantly worse after the second
recorded pregnancy (67% hypothyroid versus 44% hypothyroid). Neither the maximum anti-TPO titre following the first
pregnancy, nor the rise in titre during this period were predictive of outcome after a subsequent pregnancy. Data from 26
women showed that recurrent depression was seen in 15.4%; a
further six were depressed after the first pregnancy only, and
two during a further postpartum period.
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Introduction
thyroiditis (PPT) is characterized by the
POSTPARTUM
development of transient hyperthyroidism and transient

hypothyroidism from three to six months after delivery.1,2 Up to
30% of women who develop hypothyroidism proceed to permanent hypothyroidism and require lifelong thyroxine therapy.3 The
condition is associated with the presence of circulating antithyroid peroxidase antibodies (TPOAb) in the great majority of
cases, and a pathogenetic similarity to Hashimoto’s autoimmune
thyroiditis has been suggested. Only half the women identified as
anti-TPO positive at around 12 to 16 weeks gestation will develop PPT. The other 50% will be euthyroid anti-TPO positive in
the postpartum period.4 As the condition is almost always diagnosed later than six weeks postpartum, the care of mother and
child is very much in the province of the general practitioner
rather than the obstetrician.
The incidence of PPT varies from 5–9%. This variation is due
to the frequency of postpartum assessment, especially with
regard to the recognition of postpartum hyperthyroidism, which
may last only a few weeks. Although it is recognized that PPT
can recur in subsequent pregnancies, data on the risk of recurrence are sparse, perhaps in part because of difficulty in ascertainment. During the past 10 years we have performed three
detailed studies of PPT to evaluate the clinical, immunological
and psychiatric features of the syndrome. In each of these
studies, patients were assessed postpartum approximately each
month for at least six months, and in most cases for up to one
year. In order to assess the frequency of recurrent PPT and to
evaluate the effect of anti-TPO antibodies on subsequent postpartum thyroid function, we examined the course of women who
had been documented in the three studies mentioned. As postnatal depression is known to recur,5 psychiatric status was reviewed
where possible.

Methods
Patients
A retrospective search was conducted of three surveys of postpartum thyroid disease carried out between 1983 and 1994.
These studies defined the clinical features and prevalence of
PPT,6 the association of psychiatric symptomatology with positive thyroid antibodies,7 and our current attempt to prevent postpartum psychiatric symptomatology in thyroid antibody positive
women by administering thyroxine.8 The anti-TPOAb titre (measured at booking) for entry to studies 1 and 2 included any
woman with a titre >2 SD above the upper limit of normal. Ab
titre requirement for entry to study 3 was more stringent (>3 SD
above the upper limit of normal).
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Fifty-four women were identified as having had two or more
documented pregnancies in two of the three studies between
1983 and 1995. Two of the women had had three pregnancies but
only the events following the first and second pregnancies are
analysed in this report. Blood samples had been collected at
booking (about 16 weeks gestation) and monthly after delivery
for 12 months in the first two studies and for six months in the
third.

Laboratory investigations
Study 1.
Blood samples were collected at around 16 weeks gestation and
at monthly intervals for one year postpartum. Free triiodothyronine (FT3) and free thyroxine (FT4) were measured using the
‘Amerlex’ assay (Amersham) and Thyroid Stimulating Hormone
(TSH) was measured by a two-site immunoradiometric assay
with a limit of detection of 0.1 mU/l.9 Thyroid autoantibodies
were measured by enzyme-linked immunosorbent assay
(ELISA).10
Studies 2 and 3.
Blood samples were obtained at 16 weeks gestation and monthly
for 12 months postpartum (study 2), and at 6, 12, 16, 20 and 24
weeks postpartum (study 3). FT3 and FT4 were measured by the
Amerlex M methods (Amersham), and TSH was measured by
the Amerlite TSH method (Amersham International plc,
Chalfont, Bucks, UK) with a limit of sensitivity of 0.04 mU/l.11
The reference ranges for thyroid function tests used in these studies (FT4 8–19 pmol/l; FT3 4.2–7.7 pmol/l and TSH 0.5–3.6
mU/l) were derived from the analysis of serum samples from
antibody negative subjects included in the second trial. 7 An
episode of thyroid dysfunction was defined as follows:
O

Hyperthyroidism: either suppressed TSH together with FT4
>19 pmol/l or FT3 >7.7 pmol/l, or elevated FT3 and FT4,
with either set of criteria occurring on one or more occasions.
Hypothyroidism: either TSH >3.6 mU/l together with FT4
<8pmol/l or FT3 <4.2 pmol/l, or TSH >10 mU/l on one or
more occasions.

O

Thyroid antibodies were measured by ELISA.12 In order to be
able to make comparisons of ‘microsomal’ antibody activities
between study 1 and the later studies, antibody data from this
time was corrected by applying the equation:
Antibody activity (U/ml) = [(OD x 52.7) + 15.7]2;
(r = 0.80, P<0.001)
as described previously.3 Goitre size was assessed clinically.6

Results
Postpartum thyroid disease
The relationship between thyroid status during the first postpartum period and outcome after the second pregnancy is shown in
Table 1.
Seventeen of the 54 women were anti-TPO negative during
gestation and after the first pregnancy. Sixteen (94%) of these
remained anti-TPO negative after the second observed pregnancy, while one patient became antibody positive at this time.
Thirteen of the remaining 37 anti-TPO positive women developed PPT after the first pregnancy, and the syndrome recurred
in nine (69.2%) of these women after the second observed pregnancy. The remaining four were anti-TPO positive after the second pregnancy but did not develop PPT. Of the 24 anti-TPO
positive women who remained euthyroid after the first pregnancy, six (25%) developed PPT after the subsequent pregnancy,
while four (16.7%) underwent seroconversion to antibody negative status at this time. Fourteen (58.3%) of the 24 anti-TPO
positive women remained euthyroid during the second postpartum period. There was no significant difference in the time
intervals separating the births between those women who sustained recurrent PPT (mean 40.6 months; range 16–65 months)
and those who developed it for the first time after a subsequent
pregnancy (mean 40.4 months; range 13–76 months). The
severity of the PPT, as judged by the incidence of hypothyroidism, was not significantly different between the two postpartum periods in the nine patients with a recurrence of the syndrome (44% versus 67%; χ2 = 1.8 [not significant]).
There was no relationship between age at the first pregnancy,
or family history of thyroid disease, and eventual outcome after
the subsequent pregnancy. Six out of nine (55.5%) women with
recurrent PPT had a goitre size greater than 2 on a scale of 1–5,
where 3 = palpable and significantly enlarged. This was a significantly greater number (χ2 >10, P<0.01) than that seen in the
TPOAb-positive women (5/32; 15.6%). Anti-TPO titre after the
first pregnancy was examined to determine its possible predictive power for outcome following the second pregnancy. In all
anti-TPO positive groups there was no difference between the
initial titre (six weeks postpartum) and the maximum titre during the postpartum period in relation to outcome. As an index of
the rise of the immune response postpartum, the ratio of the
maximum titre postpartum divided by the six week titre was calculated. This was greater than 2.0 in 14 of 37 (37.8%) of the
anti-TPO positive women (range 2.07–11.1), but there was no
relationship between this ratio and, for example, the development of PPT after the second pregnancy.

Table 1. Progression of relationship between thyroid function and anti-TPO status during the first postpartum period and outcome after subsequent pregnancy.
Thyroid and antibody status
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First postpartum assessment

Subsequent postpartum assessment

17 women: TPOAb -ve, euthyroid

16 remained euthyroid, TPOAb -ve
1 became euthyroid, TPOAb+ve

24 women: TPOAb +ve, euthyroid

4 became euthyroid TPOAb -ve
14 remained euthyroid TPOAb +ve
6 became TPOAb +ve with thyroid dysfunction

13 women: TPOAb +ve with thyroid dysfunction

4 became TPOAb +ve, euthyroid
9 remained TPOAb +ve with thyroid dysfunction
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Discussion
Postpartum thyroiditis is usually transient, although permanent
hypothyroidism may occur in up to 30% of patients.3 Amino et
al14 observed a recurrence of transient PPT during two consecutive postpartum periods in two out of 14 patients studied, while
Fein et al15 described a definite recurrence in one of their five
patients and possibly another recurrent episode in another. Of 14
Swedish women with symptomatic PPT reported by Dahlberg
and Jansson,16 two had experienced similar features after previous pregnancies and another women was documented to have
transient thyrotoxicosis after a second pregnancy. In two longterm follow-up studies it was noted that there was a 40% incidence of recurrence in one,17 while we found that 30% of women
developed PPT for the second time.3 Although these studies have
indicated that recurrent PPT does occur, the number of cases in
each report has generally been too small to indicate the definitive
risk. The present retrospective data, derived from a moderately
large number of women who have been extensively studied during the postpartum period on two occasions, suggest that there is
about a 70% risk of developing PPT after a subsequent pregnancy
if the condition has occurred previously. Ideally, a large prospective study would be the best method to evaluate the risk of recurrent PPT. However, no group has performed such a study, probably because of logistical problems. In a woman who has positive
anti-TPO antibodies and who remains euthyroid after a first
pregnancy, there is a 25% chance of developing PPT after a subsequent pregnancy. Although the anti-TPOAb titre for entry to
the third study was more restrictive than for the first two studies,
the wide range of antibody titres observed in patients (independently of which trial they had been in, or the eventual outcome)
suggests that these women may be assumed to be representative
of women with positive anti-TPO antibodies.
Other groups have suggested that the titre of anti-TPO antibodies is a valid predictor of the severity of PPT and possibly of
recurrent disease.18,19 While we have found high titres of antibody in women with PPT, there is considerable overlap with
those women who have remained euthyroid. Similarly, in the
present study we find no relationship between the antibody titre
or the rise in titre following the first pregnancy and the development of PPT after a subsequent pregnancy. We have recently
suggested that the presence of circulating thyroid autoantibodies
able to activate the complement system may correlate more
closely with the development of PPT, although even this relationship is not perfect.20 Other immune factors, possibly related
to the immunological damage following the first pregnancy, may
predict a recurrence, but these remain to be identified. The question arises whether, in view of the risk of thyroid damage after a
subsequent pregnancy, long-term development of thyroid failure
may occur in these women. To date this has not been shown in
previous studies.21 Although women with PPT after the first
pregnancy had a greater incidence of thyroid enlargement than
PPT negative TPOAb positive women, the presence or absence
of goitre is not an accurate predictor of subsequent disease.
While there are data concerning the morphology of the thyroid22
and serum thyroglobulin23 levels in postpartum TPOAb positive
women, these data were not available in this group.
There has been recent interest in the course and recurrence of
postnatal depression,5 particularly as it appears that those whose
depressive episode arises de novo postpartum are at raised risk of
having further episodes of postnatal depression. Also, there is
evidence that there is an excess of mild to moderate depression
in women with circulating thyroid antibodies.7
In conclusion, there is a 70% chance of recurrence of PPT following an episode in a previous pregnancy. Even if there had
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been no thyroid abnormality apart from positive TPO antibody
after a first pregnancy, there is a 25% risk of developing PPT
after subsequent delivery. These data reinforce the suggestion
that women who are found to have thyroid dysfunction or circulating thyroid antibodies after pregnancy should be carefully
assessed after a second birth.
The frequency of postpartum thyroid disease is indicated in the
summary points below. In view of the relatively high incidence
of this condition we believe that screening for thyroid antibodies
of 12–16 weeks gestation should be performed.
O
O
O
O
O

10% of women have positive thyroid antibodies at 16 weeks
gestation
50% of the above develop abnormal thyroid function 3–6
months postpartum (PPT)
Postpartum depression is more common in women with positive thyroid antibodies
The risk of recurrent PPT after a subsequent pregnancy is
70% (25% if only antibody +ve after first pregnancy)
Screening for thyroid antibodies in pregnancy should be
considered.

A positive result at this time is an indication to check thyroid
function at around three months postpartum and to be aware of
the higher risk of postpartum psychiatric symptomatology.

References
1. Hall R, Fung H, Kologlu, et al. Postpartum thyroid dysfunction. In:
Pinchera A, Ingbar SH, McKenzie JM, Fenzi GF (eds). Thyroid
Autoimmunity. New York: Plenum Press, 1987.
2. Stagnaro-Green A. Postpartum thyroiditis: Prevalence, etiology and
clinical implications. Thyroid Today 1993; XVI: 1-11.
3. Othman S, Phillips DIW, Parkes AB, et al. Long-term follow-up of
postpartum thyroiditis. Clin Endocrinol 1990; 32: 559-564.
4. Hall R. Pregnancy and autoimmune endocrine disease. In: KendallTaylor P (ed). Bailliere’s Clinical Endocrinology & Metabolism.
Vol. 9 (No. 1). London: Bailliere Tindall, 1995.
5. Cooper PJ, Murray L. Course and recurrence of postnatal depression.
Evidence for the specificity of the diagnostic concept. Br J Psych
1995; 166: 191-195.
6. Fung HYM, Koluglu M, Collinson K, et al. Postpartum thyroid dysfunction in Mid Glamorgan. BMJ 1988; 296: 241-244.
7. Harris B, Othman S, Davies JA, et al. Postpartum thyroid dysfunction and thyroid antibodies are associated with an increase in depression. BMJ 1992; 305: 152-156.
8. Lazarus JH, Harris B, Parkes AB, et al. Does thyroxine administration postpartum (PP) reduce anti TPO antibody associated depression? 11th International Thyroid Congress. Thyroid 1995; 5: S-150.
9. John R, Jones MK. An automated immunoradiometric assay for
serum thyrotropin. Clin Chem 1984; 30: 1396-1398.
10. Weetman AP, Rennie DP, Hassman R, et al. Enzyme-linked
immuno-assay of monoclonal and serum microsomal autoantibodies.
Clinica Chimica Acta 1983; 138: 237-244.
11. John R, Henley R, Chang D, McGregor AM. Enhanced luminescence
immunoassay: evalution of a new more sensitive thyrotropin assay.
Clin Chem 1986; 32: 2178-2183.
12. Groves CJ, Howells RD, Williams S, et al. Primary standardisation
for the ELISA of serum thyroperoxidase and thyroglobulin antibodies and their prevalence in normal Welsh population. J Clin & Lab
Immunol 1991; 32: 147-151
13. Harris B, Fung H, Johns S, et al. Transient postpartum thyroid dysfunction and postnatal depression. J Affect Dis 1989; 17: 243-249
14. Amino N, Miyai K, Kuro R, et al. Transient postpartum hypothyroidism: Fourteen cases with autoimmune thyroiditis. Ann Intern
Med 1977; 87: 155-159.
15. Fein HG, Goldman JM, Weintraub BD. Postpartum lymphocytic thyroiditis in American women: A spectrum of thyroid dysfunction. Am
J Obstet Gynecol 1980; 138: 504-510.
16. Dahlberg PA, Jansson R. Different aetiologies in post-partum thyroiditis. Acta Endocrinologica 1983; 104: 195-200.
17. Nikolai TF, Turney SL, Roberts RC. Postpartum lymphocytic thyroiditis. Arch Intern Med 1987; 147: 221-225.
18. Jansson R, Bernander S, Karlsson A, et al. Autoimmune thyroid dysfunction in the postpartum period. J Clin Endocrinol Metab 1984;
58: 681-687.

307

J H Lazarus, F Ammari, R Oretti, et al

Original papers

19. Feldt-Rasmussen U, Hoier-Madsen M, Rasmussen NG, et al. Antithyroid peroxidase antibodies during pregnancy and postpartum.
Relation to postpartum thyroiditis. Autoimmunity 1990; 6: 211-214.
20. Parkes AB, Othman S, Hall R, et al. The role of complement in the
pathogenesis of postpartum thyroiditis. J Clin Endocrinol & Metab
1994; 79: 395-400.
21. Phillips DIW, Lazarus JH, Butland BK. Influence of pregnancy and
reproductive span on the occurrence of autoimmune thyroiditis. Clin
Endocrinol 1990; 32: 301-306.
22. Adams H, Jones MC, Othman S, et al. The sonographic appearances
in postpartum thyroiditis. Clin Radiol 1992; 45: 311-318.
23. Parkes AB, Black EG, Adams H, et al. Serum thyroglobulin - an
early indicator of autoimmune postpartum thyroiditis. Clin
Endocrinol 1994; 41: 9-14.

Address for correspondence
Dr John H Lazarus, Department of Medicine, University of Wales College
of Medicine, Heath Park, Cardiff, CF4 4XN.

308

British Journal of General Practice, May 1997

