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Key message
It is well known that a phenomenon called hyperprogressive disease (HPD) often
occurs during immunotherapy with immune checkpoint inhibitors. In the present
case, we experienced a case of HPD in a potential metastatic thyroid tumour during
immunotherapy. HPD can be life-threatening depending on where it appears, so clini-
cians need to be careful.
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CLINICAL IMAGE

A 58-year-old man with advanced lung adenocarcinoma
presented to our hospital with a diffuse goitre enlargement
with rapid increase in size within 7 days (Figure 1A). He
had been diagnosed with stage 4 lung adenocarcinoma with

bone and brain metastases. His adenocarcinoma had no
driver oncogene alteration and showed less than 1% of PD-
L1 expression. He had received a cycle of immunotherapy
with combination of nivolumab and ipilimumab for his lung
adenocarcinoma just 2 weeks ago. At the time of consulta-
tion, there was no fever or dyspnoea, and no spontaneous

F I G U R E 1 (A) Photography of the neck shows diffuse goitre enlargement. (B) Contrast-enhanced computed tomography of the neck and chest revealed
diffuse goitre enlargement
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pain or tenderness in the enlarged goitre. Thyroid function
was within normal range. Contrast-enhanced computed
tomography of the neck and chest revealed diffuse goitre
enlargement (Figure 1B). A biopsy of the thyroid tissue was
performed and proved to be a metastasis of lung adenocarci-
noma (Figure 2). In addition to changing the treatment regi-
men for lung cancer, he received palliative radiation therapy
to prevent airway narrowing due to thyroid gland enlarge-
ment. This phenomenon is suspected to be hyperprogressive
disease (HPD) caused by immunotherapy. Recently, increas-
ing evidence shows that immunotherapy with anti-PD-(L)1
antibodies is associated with HPD.1 Previous study shows
that heavy smoking, very low PD-L1 expression and multi-
ple metastases are risk factors for the development of HPD.2

The present case exhibits these risk factors. Clinicians must
keep in mind that, during immunotherapy, HPD can occur
even in potential new metastatic sites.
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F I G U R E 2 A biopsy of the thyroid tissue proved to be a metastasis of
lung adenocarcinoma
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