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Frequency of anticardiolipin 
Ac in patients with 
hyperprolactinemia 
Sir,
Association between hyperprolactinemia and autoimmune 
diseases has been demonstrated.[1,2] We assessed the frequency 
of  anticardiolipin (ACL IgG and IgM by ELISA) and 
thyroperoxidase (ATPO by chemiluminescence) antibodies, 
in 23 patients with hyperprolactinemia, subdivided into 
two groups: Group 1, untreated hyperprolactinemic 
patients (n = 14; 42.5 ± 14.7 years) and Group 2, treated 
hyperprolactinemic patients (n = 9, 39.4 ± 12.1 years). 
Group 3, control, consisted of  20 individuals without 
thyroid and autoimmune diseases (n = 20; 47.1 ± 13.6 
years). Positivity of  ACL was observed in none of  the 
control, in two patients with treated hyperprolactinemia 
(one IgM and one IgG) and in one with treatment-free 
hyperprolactinemia (IgM) [Table 1]. ACL IgG levels were 
significantly higher in the group with hyperprolactinemia 
(2.1 ± 2.5 GPL) compared to the control group (0.7 ± 
0.2 GPL), P = 0.018. ATPO was detected in 11/23 (47%) 
patients with hyperprolactinemia and in 1/20 (5%) of  
controls and the mean was significantly higher in the 
hyperprolactinemic group compared to control (P = 0.004). 

The anticardiolipin antibody is organ-nonspecific, occurring 
in many autoimmune diseases such as rheumatoid arthritis 
and SLE, and in general population low levels of  ACL (IgG 
< 4.3 µ/ml, IgM < 3.55 µ/ml and polivalent ACA < 4.55 
µ/m) are described as well as positivity for IgM and IgG 
ACL around 4.6%.[3] In agreement we found no positivity 
of  ACL in control group. Moreover, we detected positivity 
and mean level of  ACL significantly higher in patients 
with hyperprolactinemia, treated or not, corroborating a 
previous study that reported positive results of  ACL in 27% 
of  women with hyperprolactinemia, with no symptoms of  
autoimmune diseases.[4]
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The result of  the ACL presented here, as well as the 
knowledge that hyperprolactinemic individuals have 
significantly higher percentage of  total lymphocytes and 
CD2-positive cells[2] and that levels of  PRL in SLE patients 
are higher than in the general population[1,2] reinforce the 
immunomodulating role of  prolactin, interacting with 
environmental and genetic factors for the development 
of  autoimmune diseases. 

Increased levels of  ATPO were detected in approximately 
half  of  patients with treated or untreated hyperprolactinemia. 
The presence of  ATPO has already been linked to both 
hyperprolactinemia4 and to the low reserve of  PRL[5] and 
hyperprolactinemic women show higher prevalence of  
thyroid autoimmune disease than the general population.[4] 

Although some studies suggest that the presence of  
the ACL in thyroid autoimmune disease may be a non-
specific marker for the activation of  the immune system, 
this association is controversial and the influence of  
these antibodies in the course of  thyroidopathy has not 
been totally explained yet. Data are conflicting regarding 
this issue, with reports of  increased prevalence and 
no correlation between ACL and autoimmune thyroid  
disease.[6] 

The present findings of  highest prevalence of  ACL and 
ATPO in patients with hyperprolactinemia reinforce the 
concern over possible development of  autoimmune diseases 
in prolonged hyperprolactinemia. However, the correlation 
between these factors remains unclear, suggesting the need 
for further studies.
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Table 1: Positivity and variation of the levels of anticardiolipin and thyroperoxidase in hyperprolactinemic and 
control groups
Group (n) ACL IgM +

n (%)
Variation

(MPL)
ACL IgM +

n (%)
Variation

(GPL)
ATPO +

n (%)
Variation
(IU/mL)

Hyperprolactinemia (23) 2/23 (8.6) 0.39-27.5 1/23 (4.3) 0.31-10.5 11/23 (47) 16-3775
Control (20) 0/20 (0) 0.7-6.9 0/20 (0) 0.45-3.2 1/20 (5) 10-144

ACL: Anticardiolipin, ATPO: Thyroperoxidase
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Delayed recovery of 
hypothalamo-pituitary-
adrenal axis 
Sir,
We report a case of  secondary adrenal insufficiency (AI), 
who had delayed recovery of  hypothalamo-pituitary-
adrenal (HPA) axis after 18 months. This case highlights 
regular follow-up of  such cases till recovery to avoid acute 
adrenal crisis during stress.

A 38-year-old male presented initially around 21 months 
back with history of  fever, headache, and hemoptysis of  
2-week duration. Despite antibiotics, symptoms continued 
and he was transferred to our center. He reported to have 
taken alternative forms of  medication in 2000, 2003, and 
December 2008. He also reported to have violaceous striae 
over his abdomen, thighs, and axillae for last 5 years. At the 
same time, he also noticed weight gain around abdomen, 
upper torso, and mooning of  face. He was operated for 
bilateral posterior subcapsular cataract three years back. He 
also had easy bruisability and proximal muscle weakness.

Examination revealed cushingoid habitus and postural 
hypotension with low venous plasma glucose (62-72 mg/
dl), serum Na - 129 meq/l, K - 5.0 meq/l, basal (8 000 h) 
cortisol - 1.97 µg/dl, cortisol (1 600 h) - 1.13 µg/dl, and 
adrenocorticotropic hormone (ACTH)-stimulated cortisol 
- 8.29 µg/dl, suggesting a suppressed HPA axis. His chest 
X-ray was normal. Subnormal cortisol in presence of  
cushingoid habitus strongly suggested AI secondary to 
exogenous corticosteroid ingestion. 

He was started on suboptimal dose of  hydrocortisone 
replacement with marked recovery of  symptoms and 
educated about AI symptoms. Gradually, his hydrocortisone 
replacement was withdrawn over three months and he was 
educated about self  management during period of  stress. 
He was issued a steroid dependency card and planned 
for regular follow-up. He was followed up quarterly and 
his HPA axis was evaluated with ACTH stimulation test  
[Table 1]. His HPA axis recovered after 18 months.

Glucocorticoids (GCs) were first used in 1948 for 
management of  rheumatoid arthritis with marked benefit; 
however, thereafter multiple side effects of  this drug 
have been reported in literature. One major and life-
threatening side effect is development of  secondary AI. 
Most common cause of  AI in clinical practice is exposure 
to exogenous steroids. Administration of  exogenous 
corticosteroids leads to suppression of  the HPA axis by 
decreasing CRH synthesis and secretion and by blocking 
the trophic and ACTH-releasing actions of  CRH on the 
anterior pituitary. This leads to atrophy of  the corticotrophs 
in anterior pituitary. As a result, in the absence of  ACTH, 
the adrenal cortex loses the ability to produce cortisol.[1] 
This development of  secondary AI is not fully dependant 
on dose, duration, route of  corticosteroid exposure and 
there is considerable inter individual variation. 

Most authors believe that more than 3 weeks of  exposure 
to supraphysiologic GCs is sufficient for HPA axis 
suppression, whereas if  doses are high, HPA axis may get 
suppressed very quickly.[2] It is widely reported in literature 
that following exposure to exogenous GCs, recovery of  
HPA axis requires 6 to 12 months.[2] However, in our case, 
it took 18 months of  steroid-free period to recover his 
HPA axis as assessed by synacthen test. It is not possible 

Table 1: Basal and adrenocorticotropic hormone 
stimulated cortisol level
Date S. cortisol (basal) Post ACTH cortisol
12.10.2009 2.01 µg/dl 8.29 µg/dl
10.02.2010 2.40 µg/dl 7.45 µg/dl
15.07.2010 3.13 µg/dl 9.89 µg/dl
24.10.2010 3.39 µg/dl 10.6 µg/dl
23.04.2011  µg/dl  µg/dl

ACTH: Adrenocorticotropic hormone
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