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A CASE OF METACHRONOUS OCCURRENCE OF INTERSTITIAL
PNEUMONITIS AND HYPOPHYSITIS FOLLOWING NIVOLUMAB
PLUS IPILIMUMAB FOR METASTATIC RENAL CELL CARCINOMA
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A 71-year-old man presented with neck pain. He was diagnosed with renal cell carcinoma of the left
kidney with lung and bone metastases. After laparoscopic left nephrectomy, nivolumab plus ipilimumab
was introduced as a first-line therapy for intermediate risk metastatic renal cell carcinoma based on the
IMDOC risk classification.  After four cycles of nivolumab plus ipilimumab, he experienced dyspnea and was
diagnosed with interstitial pneumonitis.  Corticosteroid therapy was initiated, after which the symptoms of
interstitial pneumonitis subsided.  Corticosteroid therapy was tapered and discontinued after two months of
treatment. The patient experienced fatigue at one week after the discontinuation of corticosteroid therapy
and was diagnosed with isolated ACTH deficiency due to hypophysitis. He recovered after hydrocortisone
treatment. This case involved two different immune-related adverse events (irAE), interstitial pneumonitis
and hypophysitis, that occurred asynchronously following nivolumab plus ipilimumab therapy. It is
important to observe the patient s condition carefully whether additional irAEs arise when corticosteroid
therapy is tapered or discontinued.
(Hinyokika Kiyo 67: 239-243, 2021 DOI: 10.14989/ActaUrolJap_67_6_239)
Key words : Nivolumab plus ipilimumab, Immune-related adverse event, Renal cell carcinoma, Metachro-

nous occurrence

BURIE - SR 2 TR OEEREIM e 22 L 72,

#® JFEMER D CT TEEIZ 8 cm KONEE % 580, KE

il

BT =y 7 KA ¥ FHEEHE (immune checkpoint
inhibitor : ICD) (Z5REINHIR % HES 2 2 & THUES
R AT 5T, e REHEFERESR
(immune-related adverse event : irAE) & k723 2 &A%
HoNTWARIY, 40, LB - 4% - Fi
Bl s=Rfu~7 - L) A~ 7HHEEICLD
MR VERT 95 & TF IR 28 2 SRR FSIE L 7 E B 2 LR
L7272 057 5.

E £
BOF T, B
TP EEE
BEAERE - i
AEVEIE B 204/ H, 20~71%

FIERE « FFRloHZ L

g ol CT CTEBEMN R, ol
(AR % & 8 em KOBER; 2 52072 (Fig. 1A).
F 7z, WHINEICIZL R T L MEE (Fig 1B, Q),
MRI TI3%ifE C7 12 T1/T2 WG TAY— 2 RES
xRl (Fg 2). KB - ZRMEE - &R
(cT3aNOMLI : stage IV) & 75T L7z, PEMESE T /B4
PRl 2 AT L, R BAS ARk IMERE - pT3a, G2>
G3, Fuhrman grade 4 OZ Wi Td o 7-.

fli 2 1 # H 1% 12 IMDC (International Metastatic
RCC Database Consortium) intermediate ') A 7 D& i
R LT, ABEFT=RU~T - A E) L~ 7hEHI
G L7z ABRHRIIAEERER R CBBL, £ 69
HIZBEEE o7z, €0, HBRT 3HET L1854
fel, 4a3—A%EFELL LarL, 43— ABEIGHK
T, 9 H B IZIFIRHEEEK A F IR SRR R 2



240 WRACE. 674 675 20214F

Gl S L LUy

Fig. 1. Contrast-enhanced CT showed a left renal tumor (A) and multiple nodules in bilateral lungs (B and C).

A (T1WI)

B (T2WI)

Fig. 2. MRI showed a heterogenous hypointense lesion in the 7th cervical
vertebra (A : T1-weighted imaging, B : T2-weighted imaging).
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Fig. 3. CT showed ground glass opacities and consolidations in bilateral lungs. No metastatic lesion was detected.
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Fig. 4. Treatment course.
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Table 1. Rapid adrenocorticotropic hormone (ACTH)
test: a normal response is defined as a
blood cortisol level peaking at 18 ug/dl or
higher after ACTH stimulation. The
peak blood cortisol level after stimulation
was 2.7 ug/dl; therefore, the diagnosis of
primary or secondary adrenocortical in-

sufficiency was made.

Pre 30 min 60 min

Cortisol (ug/dl) <09 1.90 2.70
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Table 2. Corticotropin-releasing hormone (CRH)
tolerance test: a normal response is
defined as a condition in which the basal
ACTH level 1s within the normal range
and the peak ACTH level at 30 to 60
minutes after CRH stimulation rises to at
least 2 times higher than the basal ACTH
level.  Pituitary adrenal insufficiency is
diagnosed in patients with a low to
normal basal ACTH level who show no
or low response to CRH stimulation.
The ACTH level was lower than the
lower limit, and no response was observed

after CRH stimulation ; therefore, ACTH
hyposecretion was diagnosed.

Pre 30 min 60 min 90 min
ACTH (pg/ml) <1.5 <15 <15
Cortisol (ug/dl) =09 =09 =09
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Table 3. Other pituitary hormone levels were in the
normal range except for prolactin which
was higher than the normal limit.

Pituitary hormones ~ Values ~ Normal range Unit

GH 038 0.003-0.970  ng/ml
TSH 2.715 0.38-4.31 IU/ml
PRL 2189 3.58-12.78 ng/ml
LH 2.40 0.79-5.72 mIU/ml
FSH 3.68 2.0-8.3 mIU/ml
ADH 2.9 <238 pe/ml
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