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CLINICAL CASE

Case report: severe hypoglycaemia as a late manifestation
of Sheehan’s syndrome

Caso clinico: hipoglucemia grave como manifestacion tardia del sindrome de Sheehan
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Abstract

Background: Sheehan’s syndrome is a hypopituitarism secondary to necrosis of the pituitary gland caused by massive pos-
tpartum bleeding. The presentation is frequently amenorrhea and agalactia; hypoglycemia as a solitary presentation is uncom-
mon. Clinical case: 68-year-old female with a history of postpartum hemorrhage 35 years ago. She had two episodes of
hypoglycemia. During her hospital stay, panhypopituitarism was detected and the empty sella was confirmed by magnetic
resonance imaging. Conclusions: It is recommended that medical personnel suspect Sheehan’s syndrome in any woman
with nonspecific hypoglycemia and no history of chronic degenerative disease.
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Resumen

Antecedentes: el sindrome de Sheehan es un hipopituitarismo secundario a necrosis de la glandula pituitaria causada por
sangrado posparto masivo. La presentacion es frecuentemente amenorrea y agalactia; la hipoglucemia como presentacion
unica es poco comtn. Caso clinico: Mujer de 68 afios con antecedente de hemorragia posparto hace 35 afios. Tuvo dos
episodios de hipoglucemia. Durante su estancia hospitalaria se detecto panhipopituitarismo y se confirmé la silla turca vacia
mediante resonancia magnética. Conclusiones: Se recomienda al personal médico sospechar sindrome de Sheehan en toda
mujer con hipoglucemia inespecifica y sin antecedentes de enfermedad crénico degenerativa.

Palabras clave: Sindrome de Sheehan. Hipoglucemia. Presentacion atipica.

women* and its incidence in Mexico is 1/10,000 delive-
ries®. In Iceland, the prevalence is 5 cases per 100,000

Introduction

Sheehan’s syndrome is a complication of postpartum
hemorrhage', which was first described by the British
pathologist H.L. Sheehan in 19372. It appears as hypo-
pituitarism secondary to necrosis of the pituitary gland
caused by systemic arterial hypotension secondary to
massive bleeding during labor®. Occurs in 1-2% of
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women®.

During pregnancy, hyperplasia of the pituitary gland
develops, especially in the anterior region, in order to
increase the production of prolactin necessary for lac-
tation®. Irrigation of the pituitary gland predisposes to
arterial ischemia during periods of arterial hypotension,
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since the superior pituitary artery enters the hypotha-
lamus to form the portal system of capillaries, which
courses through the stalk towards the anterior pituitary,
whereby it is perfused with venous pressure®. The pi-
tuitary gland is formed by an anterior lobe that secretes
prolactin, growth hormone, gonadotropins, adrenocor-
ticotropin, and thyrotropin; the middle lobe secretes
melanotropins, and the posterior lobe stores oxytocin
and antidiuretic hormone secreted by the hypothala-
mus’. During childbirth, the presence of massive hemo-
rrhage causes arterial hypotension, and consequently
areas of necrosis can be generated®.

Patients usually present months to years after the
episode of postpartum hemorrhage?®, with an average
time ranging from 2 to 33 years', due to incomplete
pituitary damage and slow progression of damage'.
In the late forms, the symptoms are variable depen-
ding on the hormonal deficit, with non-specific symp-
toms being frequent in more than 50% of women',
followed by amenorrhea, sterility and hair loss due to
gonadotropin deficiency, asthenia, fatigue, cold into-
lerance and premature aging due to thyroxine and
growth hormone deficiency*'. Patients may present
with adrenal crisis due to cortisol deficiency or myxe-
dema coma'.

Clinical case

A 68-year-old woman with a history of postpartum
hemorrhage at 33 years of age, with no clinical seque-
lae after said event (agalactia or amenorrhea). No fa-
mily history of insulinoma. Diagnosed with major
depressive disorder at the age of 38, under manage-
ment with fluoxetine. In the interview she denied other
chronic degenerative diseases. Her current condition
began on April 12, 2019, when she went to a private
hospital due to fatigue, adynamia, diaphoresis, weak-
ness, confusion, and drowsiness; initial medical mana-
gement included control of severe dehydration and
hypoglycemia through parenteral glucose solutions,
and she was discharged on the third day due to appa-
rent general improvement. Twenty-five days after the
onset of this condition, she presented the same symp-
toms again, but this time she was taken to the emer-
gency department of our hospital. On admission, the
patient presented a clinical picture characterized by
severe hypoglycemia with weakness, dizziness, con-
fusion, and drowsiness. Laboratory tests showed a
serum glucose concentration of 30 mg/dl and nor-
mo-normo anemia (mean corpuscular volume [MCV]
of 87 fl and mean corpuscular hemoglobin [MCH] of

Table 1. Laboratory studies on admission of the patient to the
emergency department, in which severe hypoglycemia and
anemia are evident

Parameter Value Normal range
Glucose | 30 mg/dl 60-100 mg/d!
Blood urea nitrogen 7 mg/dl 8-20 mg/dl

Urea 15 mg/d| 10-40 mg/d|
Hemoglobin 1 9.0 g/dl 14 + 2 gr/dl
Hematocrit 1 24.4 (%) 42 £5(%)

VCM 87 fl 80-97 fl

HCM 31 pg 27-31.2 pg
Leukocytes 1 3.9 x10% 4.5-11.5 x109/
Platelets 309,000 cel/mm®  150,000-450,000 cel/mm?

MCH: mean corpuscular hemoglobin; MCV: mean corpuscular volume.

31 pg). associated with hemoglobin of 9.0 g/dl, hema-
tocrit of 24.4% and leukopenia of 3.9 x 10%I1. A load of
50% glucose solution was administered parenterally,
which resulted in almost immediate relief of symptoms,
known as Whipple's triad (low blood glucose concen-
tration, symptoms of hypoglycemia, and improvement
once blood glucose normalized). She was admitted to
the internal medicine service to continue with the
hypoglycemia study protocol. Table 1 details the labo-
ratory studies upon admission of the patient to the
emergency department, in which severe hypoglycemia
and anemia are evident. After admission to the internal
medicine service, physical examination revealed skin
depigmentation, mainly of the mammary areolas,
mammary involution, and loss of axillary and pubic
hair; no stigmata of chronic liver disease were found.
Vital signs were normal. The presence of renal failure,
chronic liver disease, and hypoglycemia secondary to
medications or other substances, such as insulin, sul-
fonylureas, glinides, or alcohol, was ruled out based
on the information and history obtained in the medical
history. They inquired about some septic process or
starvation that would explain the hypoglycemia, wi-
thout success. For the evaluation of hypocortisolism
and hyperinsulinism as the cause of hypoglycemia,
serum cortisol and endogenous insulin were determi-
ned; with the results obtained, it was possible to de-
termine the presence of hypocortisolism and decreased
values of endogenous insulin, contrary to what could
be expected in hyperinsulinemia. Table 2 shows the
results of the laboratory studies performed during the
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Table 2. Laboratory studies during the patient's stay in the internal
medicine service, in which hypopituitarism and hypoinsulinemia
are evident

Parameter Value Normal range
Growth hormone 0.07 ng/ml <10 ng/ml
Somatomedin 1 3 ng/ml 17-241 ng/ml
Follicle stimulating hormone L OmuUl/ml 27-133 mUl/ml
Luteinizing hormone 1 0.1 mUl/ml 0.9-10.9 mUI/ml
Thyroid stimulating hormone 1 0.27 uU/ml  0.47-5.01 uU/ml
Morning serum cortisol 10,30 ug/dl 6.2-19.4 pg/dl
Free thyroxine 1 0.43 ng/dl 0.70-1,46 ng/dI
Endogenous insulin 1 1.0uUl/ml 3.2-16.3 uUl/ml

Figure 1. Sagittal MRI of the skull in T1 sequence showing the pre-
sence of the empty sella turcica.

patient's stay in the internal medicine department, in
which hypopituitarism and hypothyroidism are evident.
Abdominal computed tomography revealed no tumor
masses in the pancreas or in the abdominal cavity, and
therefore the hypothesis of an insulinoma as the cause
of hypoglycemia was ruled out. Due to the low serum
cortisol values, an MRI of the skull was performed in
search of anatomical alterations, and the result was
the presence of an empty sella turcica, therefore, with
a history of postpartum hemorrhage, panhypopituita-
rism and the study of image was considered to be
Sheehan's syndrome. Figure 1 shows the result of the
magnetic resonance of the skull, which showed the

empty sella turcica. Once the diagnosis was made,
hormone replacement treatment was started. Predni-
sone was administered at a dose of 5 mg/24 h orally.
This drug was chosen because it is the one available
at our institution. The guidelines recommend the use
of oral hydrocortisone as the first option for hormone
replacement therapy'?', but in Mexico we do not have
this preparation. Levothyroxine adjusted according to
the patient's weight was administered at a dose of 1.6
n g/kg of body weight every 24 hours (final dose of
100pg daily) to control hypothyroid symptoms and pre-
vent complications such as myxedema coma. The im-
provement of the clinical picture was evident 14 days
after starting the treatment.

Discussion

Pituitary gland failure occurs under various condi-
tions: hypothalamic diseases such as craniopharyn-
giomas, metastasis of primary lung or breast tumors,
secondary to central nervous system radiation, infec-
tions such as tuberculous and traumatic meningitis,
and pituitary diseases such as adenomas or pituitary
cysts. pituitary surgery, pituitary radiation, hemochro-
matosis, pituitary infection or abscess, and vascular
causes such as stroke and Sheehan syndrome. Shee-
han syndrome-related hypopituitarism is rare. Shee-
han's syndrome is more common in developing
countries™. Its diagnosis is based on a history of pos-
tpartum hemorrhage, lactation failure, deficiency of
pituitary hormones, and the presence of a radiological
image of an empty sella turcica in a cranial magnetic
resonance study'®. Our patient met all the criteria, but
her atypical presentation occurred 35 years after the
postpartum hemorrhage event and without lactation
failure or amenorrhea. In recent years, several case
series have been published on the late clinical pre-
sentation of Sheehan syndrome'’22,

In a study conducted in India in 2016 Hormonal
loss was reported in a group of 21 women diagnosed
with Sheehan's syndrome, and it was found that the
most frequent was for prolactin, gonadotropins and
growth hormone'®'92224 " with clinical manifestation of
insufficiency for lactation and amenorrhea. It is com-
mon to find that the drop in cortisol figures occurs in
50% of cases. Another study published in Xinjiang,
China, in 2015, with 97 women with Sheehan syndro-
me, obtained similar results: the most frequent clinical
presentation was loss of axillary or pubic hair in 85.6%
of the cases studied, amenorrhea in 82.5%. and aga-
lactia in 74.2%32*.
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Other studies have suggested that the most com-
mon acute presentation is associated with adrenal
crisis with cardiovascular collapse, hypoglycemia,
hyponatremia, and shock'". The most frequent chro-
nic presentation is with amenorrhea due to gonado-
tropin deficiency, agalactia, and breast involution,
which can start even after several years of the pos-
tpartum hemorrhagic event with adrenal crisis or hypo-
thyroidism, as happened in this case’'%:22:23-27,

The main differential diagnosis is lymphocytic hypophy-
sitis, which can occur in children and adults of both sexes,
commonly associated with other autoimmune diseases,
occurs without a history of postpartum hemorrhage, the
most commonly affected hormones are the corticoid and
thyroid axis, it is associated to hyperprolactinemia and
diabetes insipidus, and in the magnetic resonance it is
observed as a pituitary mass'# Therefore, based on the
patient's characteristics, clinical picture, and laboratory
and imaging results, this diagnosis is unlikely.

The clinical presentation of our patient consisted of
two episodes of hypoglycemia one month apart, which
is an atypical presentation not reported in other studies.
Hypoglycemia as part of an acute adrenal crisis is a
relatively common clinical event, but in this case the
patient did not present with adrenal crisis, but only iso-
lated hypoglycemia. In a case series published by Ozkan
and Colak? in 2005, the presence of hypoglycemia and
hypothyroidism was found in 15% of the patients, which
confirms the low prevalence of this clinical presentation.
Kumar et al.?® reported the case of recurrent hypoglyce-
mia as a late presentation of Sheehan's syndrome. Ano-
ther form of presentation reported is with episodes of
hypoglycemia and hyponatremia®.

In this case, once the diagnosis of Sheehan syndro-
me was made, her hormone replacement treatment
was started, which produced clinical improvement and
discharge from the hospital in a short time. Medical
personnel need to be aware of this fact, since timely
diagnosis and replacement therapy have a great im-
pact on the morbidity and mortality of patients.
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