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Postpartum hyponatremic coma”

Coma hiponatrémico posparto

A 33-year-old primigravida was admitted to our center for
hyponatremic coma 7 days after delivery of a healthy infant.
She had no remarkable personal or family history, and was
admitted to a private hospital for delivery after an unevent-
ful full term pregnancy. High blood pressure was found upon
admission, and a cesarean section was therefore decided,
which was complicated by heavy bleeding due to a right
uterine ligament tear. Subsequent laboratory tests showed
AST levels of 100U/L (5-40), anemia (hemoglobin 6.5g/dL
[12-16]), thrombocytopenia (21 x 10E3/pL, 150-450), and
proteinuria in the nephrotic syndrome range. Four RBC units
and seven platelet units were transfused, and urapidil,
labetalol 200mg/6h, and methyldopa 500mg/6h were
infused due to sustained HBP. A single dose of cabergoline
1mg was administered to inhibit lactation on the patient
decision.

Seven days after birth, patient reported severe asthe-
nia and headache. Physical examination showed no changes
and BP values of 150-155/95-100 mmHg. A complete blood
count revealed persistent anemia. A few hours later the
patient experienced a tonic—clonic seizure followed by coma
and was intubated. She remained afebrile and hemodynam-
ically stable, with a BP of 135/80 mmHg and a HR of 67 bpm.
Laboratory tests revealed worsening of anemia, blood glu-
cose of 73mg/dL, CPK of 1710U/L related to the seizure,
and Na of 103 mmol/L. Patient was transferred to the ICU of
our center because of the need for imaging tests.

Upon arrival to the ICU, sodium levels of 104 mmol/L
(135-145) were found, as well as glucose 78 mg/dL (60-
100), urea 19mg/dL (15-50), creatinine 0.57mg/dL
(0.5-1.2), and serum osmolality of 224mOsm/kg. Uri-
nary analysis showed Na 41mmol/L and osmolality of
384 mOsm/kg. There was persistent normocytic and nor-
mochromic anemia with hemoglobin 8.2g/dL, and slightly
elevated transaminase levels. Chest X-rays and a CT scan
of the head showed no changes, and diffuse brain involve-
ment was found in an electroencephalogram. Isotonic saline,
2000 mL over 5h, was started at the ICU with no improve-
ment. Urine output during the first admission day ranged
from 15 to 50 mL/h. Hormone tests requested provided the
following values: cortisol 1.6 ng/dL (5-25), which increased
to 19.1ng/dL (30') and 18.7ng/dL (60') after short stim-
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ulation with intravenous ACTH 250mcg, TSH 0.56 mU/L
(0.34-5.6) and free T4 0.57ng/dL (0.58-1.64). Adrenal
insufficiency was suspected, and replacement was there-
fore started with hydrocortisone 100mg every 6h. Urine
output increased 2 h after each dose (145 mL after the first
dose, 470 mL after the second, and 880 mL after the third),
but urine output again decreased a few hours after each
dose, and a continuous hydrocortisone infusion was there-
fore started.

On the second day, patient had normal Na at 6:00h.
At 9:00h, repeat hormone tests showed a free T3 value
of 1.8pg/mL (2.5-3.9) and still decreasing TSH and free
T4 levels. At 12:00h, Na level increased to 119 mmol/L
(11 mmol/L in 6 h) and urine output to 300-400mL/h, and
intravenous desmopressin 1 mcg was therefore administered

(Fig. 1).
Laboratory test results on the third day included:
hemoglobin 8.3g/dL, glucose 112mg/dL, creatinine

0.47mg/dL, uric acid 0.8 mg/dL (2.5-6), Na 120 mmol/L, K
4.2 mmol/L, LDH 869 U/L, and normalization of transami-
nase levels. Hormone tests showed the following: prolactin
2ng/mL, undetectable LH and FSH, cortisol 41.4ng/dL, TSH
0.34mU/L, free T3 1.87 pg/mL, and free T4 0.52ng/dL.
During the third and fourth days, sodium levels gradually
increased to 138 mmol/L, with 10mmol/L changes in less
than 24h and urine output values higher than 300mL/h.
Desmopressin 1 mcg was therefore administered again.

Deintubation was decided based on recovery of sodium
levels, and patient remained conscious and oriented, with
no focal neurological signs or new seizures. MRI showed
a pituitary gland of normal shape and size, with periph-
eral enhancement and no central uptake with gadolinium
contrast, consistent with non-hemorrhagic subacute adeno-
hypophyseal ischemia. Sodium levels remained stable, and
a gradual improvement occurred in thyroid hormone levels
(free T4 0.62 ng/dL on the sixth day).

Patient was transferred to the endocrinology ward.
Improvement in BP levels and disappearance of proteinuria
allowed for tapering of antihypertensive drugs. Based on
improved hormone control, decreased ischemia in the con-
trol MRI, and negative immune tests, corticosteroid tapering
was decided. On hospitalization day 27, hormone tests were
again performed before discharge, showing basal cortisol
of 9ng/dL, increasing to 14.8ng/dL (30’) and 5.5ng/dL
(60) after short stimulation with intravenous ACTH 250 mcg,
and improvement in all other parameters. It was therefore
decided to prescribe corticosteroid therapy under stress
conditions only (Fig. 2).

After discharge, patient did not still require background
treatment. Menses returned at 5 months of discharge, and
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Figure 1

became regular again at 8 months. Partial cortisol response
to short ACTH stimulation test persists, while all other
hormones have recovered. An ischemic image persisted at
6 months in MRI.

Analysis of data recorded during her stay at the ICU
showed that the patient had TSH levels in the low range with
inadequate thyroxine levels after pregnancy. Although this
was initially attributed to hemodilution, the trend of free
T4 to continue decreasing despite increased sodium levels
and administration of high glucocorticoid doses led to sus-
pect central hypothyroidism. As regards the corticotropic
axis, patient had inappropriately low basal cortisol levels for
the stress situation she experienced, with a virtually normal
response to the short ACTH stimulation test. This suggested
a recent onset central adrenal insufficiency with an almost
preserved capacity to respond to exogenous ACTH of the
adrenal glands, which had not atrophied yet. In addition,
prolactin appeared to be too decreased for a single 1mg
dose of cabergoline.

It would have been helpful to perform specific pitu-
itary function stimulation tests, but these were not feasible

Flowchart.

because of the patient’s condition. Thus, we think that
the decision to start stress doses of hydrocortisone was
adequate, and that thyroxine replacement would also have
been appropriate.

Evidence of hypopituitarism combined with a history
of obstetric complications with bleeding requiring transfu-
sion and the ischemic image of adenohypophysis in MRI"2
suggested a Sheehan syndrome (SS) as first diagnostic possi-
bility.

While hyponatremia is the most common electrolyte
change in SS, it is usually chronic in nature, and although
rare in developed countries, hyponatremic coma is part of
the acute presentation of SS.3-7 The mechanisms by which it
occurs range from ‘‘adequate’’ vasopressin hypersecretion
to cortisol deficiency and, to a lesser extent, volume deple-
tion (due to labor complications) and hypothyroidism (due
to impaired free water clearance), mimicking a syndrome of
inappropriate antidiuretic hormone secretion, but we should
not forget that this condition is diagnosed by exclusion.
Because of its pathophysiology, hyponatremia in SS is char-
acterized by the lack of response to isotonic and hypertonic



374

SCIENTIFIC LETTERS

Prolactin (ng/mL)

* TSH(muL) e Free T4 (ng/dL)
=== Cortisol (ng/dL)

FSH (mU/mL)
= = ACTH (ng/L)

== LH (mU/mL)

25
r
20 "
(2] ‘\ -'
) . ’
3 15 N s
2 . ,
o ‘e e
g \’ a
E 10 —
T
o
T
5 4l
R 2
0 u.....“._.._.Ii._..i..;..,,.2...|-.ﬂ...<::....|-..<..1.................................................A.ﬁv------u----- ----------- {
1 2 3 6 9 16 21 24 27 91
Days since admission
Admission day
Hormone levels 1 2 3 6 9 16 21 24 27 91
TSH (0.34-5.6 mU/L) 0.56 |0.46 |0.34 |1.17 |0.87 |1.86 2.53 | 2.32 3 41

Free T4 (0.58 -1.64 ng/dI) 0.57 |0.51 |0.52 |0.62

0.69 |0.74 |0.77 | 0.68 | 0.9 0.8

FSH (mu/mL) 0 0 0 0 0 0 0 0 6,5 8.6

LH (mU/mL) 0 0 0 0 0 0 0 0 2 5.6

Prolactin (3-31 ng/mL) 2.7 2 3.3 | 49 13 12.9 (12.25 | 13.65

Cortisol (5-25 ng/dL) 1.6 10.8 9 7.9

ACTH (1-46 ng/L) 5 19.4 | 10 23
Figure 2 Changes in hormone levels over time.

saline infusion until this is not associated to replacement
glucocorticoid and thyroxine therapy to decrease compen-
satory vasopressin hypersecretion.3

Although thyroxine was not administered to our patient,
an analysis of the flowchart tables (Fig. 1) showed that
natremia and urine output did not start to improve until
hydrocortisone was started. It is of note that 3% hyper-
tonic saline was not administered at the ICU to a patient
with severe (Na level of 115 mmol/L or less) symptomatic
hyponatremia with seizures and subsequent coma suggest-
ing acute hyponatremic encephalopathy, because women of
childbearing age are known to be part of the group at a
greatest risk of ischemia, brain herniation with brain stem
compression, and death.

Although the fear to use hypertonic saline because of the
risk of occurrence of an osmotic demyelination syndrome is
understandable, the risk does not lie so much in its use but
in its delayed discontinuation. Close monitoring is therefore
required to prevent increases in sodium levels greater than
2mmol/L/h, 10mmol/L/24 h or 18 mmol/L/48 h. This would
explain desmopressin administration (although this was a
debatable treatment) at the ICU when rapid increases were
seen in sodium levels associated to urinary frequency.

In addition to the exceptional acute presentation of SS
in this patient, a decrease in ischemic surface was seen in
MRI during its course, as well as a gradual recovery of thy-
roid hormones (Fig. 2), TSH, cortisol, and prolactin which
allowed for treatment discontinuation. The condition there-
fore appears to be a transient SS, already reported in the
literature, although most recoveries from it were only seen
in the gonadotropic and/or lactotropic axes,®° and recovery
of the corticotropic and somatotropic occurred in a single
case.?

Finally, this case emphasizes the significance of lab-
oratory monitoring and especially electrolyte levels in
patients with complicated labor, and the need for
early recognition of a condition that may be fatal for
women.”
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Visceral leishmaniasis in a type 1 diabetic
patient with isolated pancreas transplant™

Leishmaniasis visceral en un paciente
con diabetes tipo 1 y trasplante aislado
de pancreas

Isolated pancreas transplant (IPT) is a treatment allowing
for long-term normalization of carbohydrate metabolism in
patients with type 1 diabetes mellitus (T1DM). It is currently
indicted for patients with labile T1IDM with frequent and
severe acute metabolic complications and preserved kidney
function.’?

We report below the case of a 31-year-old male patient
with T1DM starting 16 years before who showed poor
metabolic control, highly variable blood glucose levels,
acute diabetic complications (repeated severe undetected
hypoglycemic episodes and frequent episodes of ketosis
and ketoacidosis), and chronic complications (prolifera-
tive retinopathy, established nephropathy with preserved
glomerular filtration rate, peripheral and autonomic sen-
sorimotor neuropathy: gastroparesis requiring jejunostomy
for feeding and neurogenic bladder with daily self-
catheterization and recurrent urinary tract infection).
Patient attended the endocrinology department of another
hospital and was referred to our center to be assessed for
IPT. He was treated with rapid-acting insulin analogues and
insulin glargine using a basal-bolus regimen, and had glyco-
sylated hemoglobin (HbA:.) levels ranging from 10% to 12%.
Despite treatment optimization with an integrated system
of continuous glucose monitoring and continuous subcuta-
neous insulin infusion, recurrent undetected hypoglycemia
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persisted, and IPT was therefore performed on November
2008. Patient had an uneventful postoperative course, and
although insulin therapy could not be discontinued (insulin
detemir at approximately 301U/day continued to be given),
controls showed stable blood glucose levels, hypoglycemia
did not recur, and tests showed HbA;. values around 5.5%
and C peptide levels of 1.5ng/mL.

Four months after transplant, patient reported malaise,
fever up to 40°C with chills, irritative cough, watery
diarrhea, and weight loss for the past 20 days. He was
taking immunosuppressants (prednisone, mycophenolate
mofetil, and tacrolimus), trimethoprim-sulfamethoxazole
at prophylactic doses, insulin detemir, and antihyper-
tensives (losartan, atenolol, manidipine, furosemide, and
doxazosin). On admission, patient was conscious and ori-
ented, with a moderately impaired general condition,
tachycardia, fever, and mild skin and mucosal pallor.
Small pustular lesions were seen in right nostril mucosa.
Cardiorespiratory auscultation was normal. No changes
were found in abdomen and limbs. Supplemental tests
on admission showed the following results: hemoglobin
8.5g/dL, hematocrit 27%, platelet count 62,000/L, WBC
count 1800/L (absolute neutrophils 1300/L, absolute lym-
phocytes 290/L), and creatinine 2.9mg/dL; results of
all other biochemical tests, including liver profile, were
normal.

Blood, urine, sputum, nasal exudate, and catheter tip
cultures were all negative. Cytomegalovirus, Epstein-Barr
virus, parvovirus B19, and herpesvirus 6 viral loads were
all negative. An echocardiogram and a Doppler abdominal
ultrasound of the graft were normal, and computed tomog-
raphy (CT) of the chest only showed a mild pericardiac
effusion. An abdominal CT revealed an enlarged spleen with
infarction of 50% of its volume, no pancreatic graft changes,
and no abdominal collections. Patient was initially treated
with broad spectrum antibiotic therapy, with no response
of fever. Bone marrow aspiration was performed because
of the presence of pancytopenia and splenomegaly, showing
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