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Hypothalamic evanescent lesion
by diffuse large B-cell
lymphoma�

Lesión hipotalámica evanescente
por linfoma B difuso de células grandes

Diffuse large B-cell lymphoma is the most common his-
tological subtype of non-Hodgkin lymphoma, accounting
for approximately 25% of cases.1 It usually occurs as a
rapidly growing mass associated with ‘‘B’’ systemic symp-
toms (fever, weight loss, and night sweats) in 30% of the
patients.2 Serum lactate dehydrogenase (LDH) is increased
in more than 50% of the patients. Primary lymphomas of
the nervous system account for 6.6% of all primary cerebral
tumors.3 Diffuse large B-cell lymphoma is an aggressive but
potentially curable tumor.

A case of hypothalamic diffuse large B-lymphoma with an
unusual course is reported below.

This was a 53-year-old female patient with high blood
pressure, hypertensive heart disease, type 2 diabetes mel-
litus, dyslipidemia, and morbid obesity.

In 2008 she was admitted to the neurosurgery department
for visual disturbances, polyuria, polydipsia, and drowsi-
ness. Magnetic resonance imaging (MRI) showed a suprasellar
lesion (craniopharyngioma versus meningioma). Treatment
with dexamethasone 4 mg every 8 h was prescribed before
surgery; a repeat MRI performed weeks later showed that
the lesion had disappeared. During admission, the patient
was diagnosed with central diabetes insipidus, and treat-
ment with intranasal desmopressin was started. Evaluation
of hypothalamic---pituitary function revealed ACTH, TSH,
FSH, and LH deficiency. Replacement therapy was started
with hydrocortisone 20 mg and levothyroxine.

The patient was monitored at endocrinology outpatient
clinics for the following four years. Annual imaging tests
showed no lesion recurrence.

Initial neurological symptoms recurred in 2012, and MRI
was therefore performed again (Fig. 1). Treatment with
dexamethasone was started again, leading to disappearance
of both symptoms and las lesions.

Clinical signs and symptoms recurred two months
later. An MRI of the brain again showed a well-defined
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Figure 1 T1-weighted magnetic resonance imaging of the
head with contrast. Two intra-axial, well-defined lesions are
seen, one in mammillary bodies and hypothalamus, and the
other in the left middle cerebellar peduncle.

16 mm × 15 mm mass in the suprasellar region, enhanced
by contrast and with a mass effect on the third ventricle,
surrounded by perilesional edema. Based on the clinical
signs and symptoms, images, and history of lesion remis-
sion with steroid treatment, hypophysitis,3 sarcoidosis,4

Langerhans cell histiocytosis,5 Erdheim-Chester disease,6

low-grade lymphoma, and other less probable conditions
such as meningioma or demyelinating disease were con-
sidered in differential diagnosis. A complete blood count
showed no changes, while blood chemistry results included:
sodium, 145 mg/dL (NR: 135---145); LDH, 646 IU/L (NR:
230---480); and CRP: 34 mg/dL (NR: 0---5). Angiotensin-
converting enzyme was normal. Tests for autoimmu-
nity (ANA, ANCA, anti-DNA and aquaporin antibodies)
were negative. Results of hypothalamic---pituitary func-
tion tests included: cortisol, 2.87 �g/mL (NR: 10---25); FSH,
0.862 mIU/mL (VN: 3.5---21.5 mIU/mL); LH, <0.1 mIU/mL
(NR: 2.4---95.6 mIU/mL); TSH, 0.037 uIU/mL (NR: 0.5---5); free
T4, 9.2 pg/mL (NR: 8---18); PRL, 8.08 ng/mL (NR: 1.9---25);
IGF-1, 85 ng/mL (NR: 55---360). Proteinogram, immunoglobu-
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lins, serology for syphilis, Borrelia and Brucella, immunocy-
tology, and beta-2-microglobulin were normal. No changes
were found in cerebrospinal fluid. A CT scan of the chest
and abdomen, a gallium scan,6,7 and a whole body bone scan
showed no relevant findings. Because of negative results in
supplemental tests and lack of clinical response to repeat
steroid treatment, lesion was biopsied. Histological findings
were consistent with diffuse large B-cell lymphoma, positive
for CD20 and DC79, with a proliferation index Ki-67 > 80%.

Primary central nervous system lymphomas are usually
diagnosed in people aged 45---70 years, with a mean age at
diagnosis in the fifth decade, as occurred in our patient.7

Symptoms at diagnosis included headache, blurred vision,
motor problems, and cranial nerve changes. The parasellar
location is extremely rare, and few cases have been reported
in the literature. Most of these were B-cell lymphomas,
of which approximately 40% were diffuse large B-cell lym-
phomas. Hypothalamic---pituitary dysfunction is common at
diagnosis.8 Standard combination chemotherapy, helpful for
the treatment of systemic lymphomas, is ineffective. Treat-
ment of choice is usually methotrexate, or radiation therapy
if this drug fails.9

Urine could not be alkalinized in our patient, and she
was therefore not treated with methotrexate because of
its nephrotoxicity. After several radiation therapy courses,
she had a favorable response, with a significant decrease
in lesion diameter. Panhypopituitarism, present since the
initial episode, was not reversed.

The unique characteristic of our case was hypothalamic
location of the lesion, as well as the remission time after
corticosteroid therapy, up to four years. Initial response to
corticosteroids has been reported in cerebral lymphomas in
up to 70% of the cases. However, clinical and radiographic
improvement is usually transient, and the disease tends to
recur a few months after drug discontinuation.10 Although
our patient was only sporadically treated with dexameth-
asone when symptoms occurred, the initial remission was
sustained for four years.

References

1. Swerdlow SH, Campo E, Harris NL, Jaffe ES, Pileri SA, Stein
H, et al., editors. World Health Organization classification of

tumours of haematopoietic and lymphoid tissues. fourth ed.
Lyon: IARC Press; 2008.

2. Armitage JO, Weisenburger DD. New approach to classifying
non-Hodgkin’s lymphomas: clinical features of the major histo-
logic subtypes. Non-Hodgkin’s Lymphoma Classification Project.
J Clin Oncol. 1998;16:2780---95.

3. Thodou E, Asa SL, Kontogeorgos G, Kovacs K, Horvath E, Ezzat S.
Clinical case seminar: lymphocytic hypophysitis: clinicopatho-
logical findings. J Clin Endocrinol Metab. 1995;80:2302---11.

4. Joseph FG, Scolding NJ. Neurosarcoidosis: a study of 30 new
cases. J Neurol Neurosurg Psychiatry. 2009;80:297---304.

5. Cavalli G, Guglielmi B, Berti A, Campochiaro C, Sabbadini MG,
Dagna L. The multifaceted clinical presentations and manifesta-
tions of Erdheim-Chester disease: comprehensive review of the
literature and of 10 new cases. Ann Rheum Dis. 2013;72:1691---5.

6. Jaffe R. The diagnostic histopathology of Langerhans cell histio-
cytosis. In: Weitzman S, Egeler RM, editors. Histiocytic disorders
of children and adults. Basic science, clinical features, and ther-
apy. Cambridge: Cambridge University Press; 2005. p. 14.

7. Miller DC, Hochberg FH, Harris NL, Gruber ML, Louis DN,
Cohen H. Pathology with clinical correlations of primary
central nervous system non-Hodgkin’s lymphoma. The Mas-
sachusetts General Hospital experience 1958---1989. Cancer.
1994;74:1383---97.

8. Yasuda M, Akiyama N, Miyamoto S, Warabi M, Takahama Y, Kita-
mura M, et al. Primary sellar lymphoma: intravascular large
B-cell lymphoma diagnosed as a double cancer and improved
with chemotherapy, and literature review of primary parasellar
lymphoma. Pituitary. 2010;13:39---47.

9. Hottinger AF, DeAngelis LM, Yahalom J, Abrey LE. Salvage whole
brain radiotherapy for recurrent or refractory primary CNS lym-
phoma. Neurology. 2007;69:1178---82.

10. Bromberg JE, Siemers MD, Taphoorn MJ. Is a vanishing tumor
always a lymphoma. Neurology. 2002;59:762---4.

Ana María López Navia ∗, Beatriz Galván Díaz,
Cristina Tejera Pérez, Rafael Hernández Lavado,
Francisco Morales Pérez

Servicio de Endocrinología y Nutrición,

Complejo Hospitalario Universitario de Badajoz, Badajoz,

Spain

Corresponding author.
E-mail address: analopeznavia@yahoo.es
(A.M. López Navia).

Reference values and universal
screening of thyroid
dysfunction in pregnant
women�

Valores de referencia y cribado universal de la
disfunción tiroidea en la mujer gestante

Universal thyroid function screening in pregnant women is
one of the most controversial issues in current endocrinol-
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ogy. In contrast to the American Thyroid Association (ATA)
clinical guidelines, which recommend selective screening in
the population at risk,1 other scientific societies, includ-
ing the Spanish Society of Endocrinology and Nutrition
(SEEN), advocate universal screening in the pregnant
population.2 However, reference ranges for thyroid-
stimulating hormone (TSH) and free thyroxine (FT4) levels in
pregnant women proposed by the ATA are assumed without
the necessary critical assessment. An article published by
Lombardo Grifol et al. emphasizes this, as had already been
done by the prior studies published in the dissemination
organ of SEEN.3

It is particularly significant that TSH reference ranges in
Spanish populations from very distant geographical areas,
obtained using different laboratory procedures and statis-
tical methods, greatly differ from those recommended by
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