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Female, 46-year-old
Sheehan syndrome
Fatigue ¢ light-headedness

Endocrinology and Metabolic

Rare disease

Sheehan syndrome (pituitary necrosis after postpartum hemorrhage) can present in various ways, depending
on the hormones that are deficient. There may be a long delay to diagnosis of over a decade because symp-
toms are often vague and pituitary dysfunction progresses gradually. We describe a case of a patient with acute
presentation of Sheehan syndrome 7 years after the obstetric event and with no clear precipitating event.

A 46-year-old woman with a history of hyperlipidemia and transaminitis came to the clinic for evaluation of
hypotension and syncope. She had a history of longstanding anhedonia, fatigue, and postpartum hemorrhage
7 years previously and had undergone medical evaluations with her primary doctor with no cause found.
Laboratory results showed anemia, central hypothyroidism, and adrenal insufficiency. A diagnosis of Sheehan
syndrome was made.

Sheehan syndrome is a rare condition of progressive pituitary dysfunction, which can present with nonspecific
symptoms and a myriad of laboratory abnormalities until an adrenal crisis is triggered years after the precipi-
tating event. Screening patients for hypopituitarism by free thyroxine levels and adrenocorticotropic hormone
(ACTH) stimulation testing is vital for determining whether hypopituitarism is the cause in the appropriate clin-
ical scenario. Use of thyroid-stimulating hormone levels and morning cortisol testing alone will miss this diag-
nosis, and free thyroxine levels and ACTH stimulation testing are vital.

Hormones ¢ Hypopituitarism ¢ Hypotension ¢ Postpartum Hemorrhage ¢ Adrenal Insufficiency

https://www.amjcaserep.com/abstract/index/idArt/930908
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Background

Hypopituitarism in general is a rare diagnosis, and Sheehan
syndrome is diagnosed even less often. Sheehan syndrome
(pituitary necrosis after postpartum hemorrhage) can be di-
agnosed immediately postpartum, but the diagnosis is often
delayed for several years because patients have nonspecific
symptoms (eg, fatigue, weight gain, headache) until an adre-
nal crisis occurs. Pituitary dysfunction progresses slowly, and
contributing factors could include genetic predisposition, co-
agulation abnormalities, pituitary autoantibodies, and small
sella turcica size, which increases the likelihood of compres-
sion of blood supply. Because of hypopituitarism, the mortali-
ty rate of patients with Sheehan syndrome is 1.2 to 2.17 times
higher than that of the general population [1], and patients
can present with adrenal crisis, myxedema coma, hypoglyce-
mia, and hyponatremia, which could be precipitated by an in-
fection or surgery. Herein, we describe a case of a patient with
Sheehan syndrome to highlight the importance of consider-
ing and diagnosing hypopituitarism in patients with nonspe-
cific symptoms to decrease potential morbidity and mortality
from a potential Sheehan syndrome-related adrenal crisis [2,3].

Case Report

A 46-year-old woman with hyperlipidemia and chronically ele-
vated liver enzyme levels of unclear origin sought care at her
primary care practitioner’s office. She had awoken with severe
abdominal pain, had a loose bowel movement, and lost con-
sciousness when she stood up from the toilet. On examina-
tion, she was noted to be pale and hypotensive (blood pres-
sure, 68/44 mmHg). She was transferred to the emergency
department, where she received a 2-L normal saline fluid bolus,

Table 1. Results of endocrine evaluations.

Laboratory Test

Cortisol level 30 min after 1 mcg ACTH (ACTH stimulation test)
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after which her hypotension resolved. The physical examina-
tion was normal, except for conjunctival pallor. Initial labora-
tory evaluations showed anemia, with a hemoglobin level of
9.8 g/dL, and elevated liver enzyme levels, with an alanine ami-
notransferase level of 102 U/L and an aspartate aminotrans-
ferase level of 115 U/L (at baseline for the patient). All of the
following tests were within normal ranges or had negative re-
sults: basic metabolic panel, lipase level, hemoccult test, uri-
nalysis, and pregnancy test. Because of mild hematochezia,
the patient had been scheduled for outpatient colonoscopy
before her current illness. She did not have any overt bleed-
ing at her initial evaluation.

She was hospitalized for further evaluation and treatment.
There was no evidence of infection or acute coronary syn-
drome. The following tests were within normal ranges or had
negative results: thyroid-stimulating hormone (TSH) and ran-
dom cortisol levels, stool infection panel, an abdominal com-
puted tomography scan, and colonoscopy. She continued to
have orthostatic symptoms after further fluid resuscitation.
Given the absence of an alternative cause of her symptoms,
additional endocrine testing was undertaken (Table 1). Her
TSH was 2.9 mlU/L, and free triiodothyronine (T3) and free
thyroxine (T4) levels were undetectable. A random cortisol lev-
el was 10 mcg/dL, and adrenocorticotropic hormone (ACTH)
level was undetectable. With 1-mcg ACTH stimulation testing,
her 30-min cortisol level was 12 mcg/dL, confirming a diag-
nosis of adrenal insufficiency. Her prolactin level was normal
at 14.3 ng/mL. Her level of insulin-like growth factor binding-
protein 3 was low at 0.9 mcg/mL, indicating growth hormone
deficiency. Magnetic resonance imaging of the brain was con-
sistent with empty sella (Figure 1).

Result Reference range, units Interpretation
2.9 0.3-4.2 mlU/L Normal
""""" «©3  o091l7ngdl  lw
"""""" @5 80200ngdl  low
""""" 143 48233ngmL  Normal
"""""" 35 53654 lw
"""""" o5 1601570  low
"""""" 09  3367megml  low
""""" G0 72630pgml  low
""""""" 10 2512meg/dl  Normal
""""""" 12 >18mcgdl  Abnormal

ACTH — adrenocorticotropic hormone; FSH — follicle-stimulating hormone; T3 — triiodothyronine; T4 — thyroxine; TSH — thyroid-

stimulating hormone.
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Figure 1. Magnetic resonance imaging brain scan showing
empty sella (arrow)

During further examination of the patient’s history, she report-
ed having postpartum hemorrhage 7 years earlier, with an es-
timated blood loss of 700 mL. She had delivered in the hospi-
tal, and bleeding subsided without intervention. She did not
receive a blood transfusion. After childbirth, she had difficulty
lactating and became menopausal 4 years later. She also re-
ported having had symptoms of anhedonia and light-headed-
ness for several years. Over the years, her primary care practi-
tioners had evaluated her condition by TSH levels, which had
remained in the normal range. She was noted to have elevated
liver enzyme levels for several years, for which a cause could
not be determined. She had also been diagnosed with hyper-
lipidemia and was intolerant of statins because of myalgias.

The patient was diagnosed with Sheehan syndrome, which was
associated with hypothyroidism, adrenal insufficiency, growth
hormone deficiency, and gonadotropin deficiency. She was ini-
tially given hydrocortisone, 15 mg in the morning and 10 mg
in the evening, which was followed by levothyroxine supple-
mentation, 75 mcg daily started 5 days later, and her hypo-
tension and orthostatic symptoms resolved. Furthermore, her
hyperlipidemia also resolved with the above treatments, and
her liver enzyme levels normalized (Table 2).

Discussion

The incidence of Sheehan syndrome has declined over the
years, largely because of improved obstetric care, but under-
diagnosis may also contribute to the lower incidence. Sheehan
syndrome is far less common in developed countries than in
places with limited access to obstetric care. During pregnan-
cy, the pituitary gland enlarges 120% and is therefore high-
ly vulnerable to ischemia in the setting of hypotension and
hemorrhage during delivery. Patients can have deficiencies
in some or all anterior pituitary hormones and even in pos-
terior pituitary hormones, causing diabetes insipidus. Failure
to lactate can result from decreased prolactin levels, and pa-
tients can develop amenorrhea from gonadotropin deficien-
cy. Laboratory evaluations should include an ACTH stimulation
test, a glucagon stimulation test, insulin-tolerance tests, and
free T4 levels. Patients may have anemia, thrombocytopenia,
and coagulation disorders, and pituitary imaging is likely to
show partial or completely empty sella, as in the present case.
Differential diagnoses include pituitary adenoma and lympho-
cytic hypophysitis [4-6].

A diagnosis may not be made for years because of vague symp-
toms, including fatigue and mild cognitive impairment. A study
of 60 cases in Costa Rica estimated an average time to diag-
nosis of 13 years from delivery, while another study in France
estimated an average of 9 years [3,7]. Pituitary dysfunction,
which slowly progresses, is thought to be due to an inflamma-
tory or autoimmune cause [8]. This may occur because antigens
released during pituitary necrosis trigger an autoimmune re-
sponse that causes the progressive pituitary dysfunction, and
autoantibodies have been detected in patients with Sheehan
syndrome, but not consistently [8]. Some patients do not have
a history of postpartum hemorrhage, which can make the di-
agnosis even more challenging; therefore, Sheehan syndrome
should be considered for patients with hyponatremia, hypo-
glycemia, and hypotension. Screening patients for thyroid
hormone deficiency with new-onset hyperlipidemia has been
suggested. The present patient’s hyperlipidemia was likely at-
tributable to hypothyroidism and resolved with treatment of

Table 2. Results of lipid panel and liver enzyme levels before and 6 months after treatment of endocrine abnormalities.

Test Before treatment
Total cholesterol 392
""" oL
© Calculatedtot 30
© Trigycerides 3
a2
AT s

After treatment Reference range

199 Desirable <200 mg/dL
"""""""""" &8  csomgdl
""""""""" 01 dzomgd
"""""""""" s dsomgdl
"""""""""" 2 v
"""""""""" »s  saun

ALT — alanine aminotransferase; AST — aspartate transaminase; HDL — high-density lipoprotein; LDL — low-density lipoprotein.
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her hypothyroidism [9,10]. Additionally, this patient had long-
standing elevation of liver enzyme levels before the diagno-
sis of hypopituitarism. These abnormalities normalized after
treatment for her hypopituitarism and could have been relat-
ed to the hypothyroidism or adrenal insufficiency. Recognition
of these endocrine abnormalities is vital to avoid long-term
complications of hyperlipidemia and obesity, including higher
cardiovascular risk and even cirrhosis related to nonalcoholic
steatohepatitis [11,12]. Regarding specific strategies for pre-
venting Sheehan syndrome, discouraging homebirths, which can
be associated with increased blood loss, and giving early trans-
fusions for postpartum hemorrhage may limit risk [4,12,13].
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Conclusions

In conclusion, screening patients by using only TSH and morn-
ing cortisol testing will miss a diagnosis of central hypopituita-
rism [2]. Diagnosis can be especially challenging in developed
countries because the incidence of cases is low, symptoms are
often vague, and patients can have late crises and unusual pre-
sentations such as severe hyponatremia, pancytopenia, car-
diac tamponade, psychosis, and even cardiac arrest [2,14,15].
Some of these abnormalities and conditions can resolve with
hormone supplementation, which is reassuring. Clinicians must
have a low threshold for screening for adrenal insufficiency
with ACTH stimulation testing and for central hypothyroidism
with free T4 levels in patients with suspected cases because
of the high risk of mortality from an adrenal crisis (0.5 per 100
patients annually) [16] and increased risk of premature ath-
erosclerosis [9], and therefore cardiovascular risk.
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