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with nycturia. Laboratory test results showed low 
urine osmolality (192 mOsm/kg H2O; reference 
range, 270–295 mOsm/kg H2O), specific gravi‑
ty of 1.005, and plasma osmolality in the upper 
limit of normal (294 mOsm/kg). The diagnosis of 
AVP‑D was confirmed, and treatment with sub‑
lingual desmopressin resulted in a decrease in di‑
uresis, resolution of nycturia, and an increase in 
urine osmolality. Pituitary MRI showed an en‑
larged pituitary gland with stalk thickening and 
strong contrast enhancement suggesting hypoph‑
ysitis (Figure 1A–1C). No typical hyperintense sig‑
nal of the posterior pituitary was visualized on 
T1‑weighted images (Figure 1A).

At 4- and 15-month follow-up visits, persis‑
tent hypopituitarism with AVP‑D was confirmed 
(Supplementary material, Table S1). The patient 
denied any headaches, visual disturbances, nau‑
sea, or vomiting. Polydipsia and polyuria were well 
controlled while taking desmopressin. Pituitary 
MRI showed regression of the inflammatory pro‑
cess resulting in a partially empty sella, persistent 
lack of the posterior pituitary bright spot; also, no 
metastatic lesions were visible (Figure 1D–1F). Chest 
CT showed a complete regression of pulmonary 
metastases following the ICI therapy. The patient 
continues the treatment with nivolumab (480 mg 
IV) along with the hormonal replacement therapy.

We presented a case of panhypophysitis induced 
by cancer immunotherapy with ICIs, as indicated 
by the clinical course, pituitary MRI findings, hy‑
popituitarism, and good response to high-dose 
prednisone. Although AVP‑D is an extremely rare 
toxicity of immunotherapy, it may be observed in 
an increasing number of patients as indications 
for ICIs expand. Apart from hypophysitis, a dif‑
ferential diagnosis in the case of AVP‑D should al‑
ways include a pituitary metastasis; therefore, ac‑
tive surveillance is recommended in such cases.5

Hypophysitis is a common immune‑related ad‑
verse effect of treatment with immune checkpoint 
inhibitors (ICIs; anticytotoxic T‑lymphocyte–as‑
sociated protein 4 and antiprogrammed cell death 
protein 1) that occurs in up to 10% of patients 
with cancer, especially those receiving combina‑
tion treatment.1 The diagnosis is based on the clin‑
ical picture and hormonal test results indicating 
anterior pituitary deficiency, and is supported by 
magnetic resonance imaging (MRI) findings.2 Ar‑
ginine vasopressin deficiency (AVP‑D, also known 
as central diabetes insipidus) due to ICI‑induced 
hypophysitis is extremely rare3; it occurs more 
often as a result of pituitary metastases, partic‑
ularly when the stalk is involved. AVP‑D in a pa‑
tient with a coexistence of hypophysitis and pitu‑
itary metastasis has also been described recently.4

We present a case of a 46‑year‑old man with 
AVP‑D in the course of ICI‑induced panhypophy‑
sitis. The patient’s medical history included BRAF 
mutation–positive cutaneous melanoma involv‑
ing the chest wall at the stage of dissemination 
to the lungs. Chest computed tomography (CT) 
scans revealed progressive disease with multiple 
metastases in both lungs. Combined immuno‑
therapy with nivolumab (1 mg/kg intravenous‑
ly [IV]) and ipilimumab (3 mg/kg IV) was initi‑
ated. After the second course of the treatment, 
the patient reported severe headache, fatigue, 
nausea, and vomiting, but without any visual 
disturbances. The symptoms resolved following 
prednisone treatment at a dose of 1 mg/kg body 
weight, gradually downtitrated afterwards. Hor‑
monal evaluation revealed panhypopituitarism 
requiring hydrocortisone, L‑thyroxine, and tes‑
tosterone replacement therapy (Supplementary 
material, Table S1). Approximately 2 weeks since 
the onset of the first symptoms, the patient re‑
ported severe polyuria (12 l/24 h) and polydipsia 
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Figure 1�  A–C – initial precontrast (A) and postcontrast T1‑weighted sagittal (B) and coronal (C) magnetic resonance 
imaging (MRI) scans showing an enlarged pituitary gland (asterisk) with thickening of the stalk (white arrow) and a lack 
of a typical hyperintensity of the posterior pituitary lobe (blue arrow); typical intense enhancement of pituitary 
inflammatory infiltrate after contrast administration can also be observed (B, C). D–F – follow‑up precontrast (D) and 
postcontrast T1‑weighted sagittal (E) and coronal (F) MRI scans showing regression of the inflammatory process 
resulting in a partially empty sella, with persistent lack of the posterior pituitary bright spot (D, blue arrow)
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