H IS

10 (2), 2021 121

@i #l

SRR TG RISHUNEALTIL A 7 1 — BE BT 2 S8 hE L 7B b sz i o> 1461

Al EE A
MY BT

HE Wt

i I R o

B 7T2mBEMN. BETERkEERIN . EREEEOER TEMMESEIECcT4AN2MO Stage V £
L7 ¥ ZXF5F> (cisplatin : CDDP), ~NX L X+ K (pemetrexed : PEM) #2231 — X#F5#%ICE
BIRRAEET EE AL =KL~ T (nivolumab) ICEEL /. ZHRILYTHREMIVEODEAREZIH-FIF
TFIWVTIVERBEETH>7. 3T—ADH/SKTHELIVRDBILSLICKROEZ, EARDBILEMmMETIVT
IVEETZROBEREIT - 2. REMEICHHIREME, BEMZEE FAGEHRIELL<, BIEERERT7O-
CIERBESMUATOA NEMIALE. ZANVYTBRERICXRTVTO—EERBERELLZZELY, RE

BEREEREEAONL.

F—7—NF:EBMBEESRE —RILvTd, #IEEREX T O0—-CERE REEEEEER
Malignant pleural mesothelioma, Nivolumab, Minimal change nephrotic syndrome,

Immune-related adverse effect (irAE)

*

WET v 7R Y MHEROMHIZEI ) A 70 —F
FEMERE & SSIE L 22 3D e, Alal, TR s b iz B
WL T=AR V<7 (nivolumab) #45-# b EHARDH
e L, WA I CDS AL ) o 7Bk % 11 9 B/
AL A 70— BIEBEH A FE L2182 R L /20T
T 5.

i

E Bl

B 725, YL

Fif  RoEr s,

BEARIEE © il

AR ¢ B 204/ H X 224F.

WRSENE © BIEEH (R 104EM DT ANRA MREEDHD ).

BUWIEE © 20XX 4F 9 H UK TR & Hi54f S i f
% L7z, Wil HA X M TR O ek & i
MBI (Fig. 1A), MWEREH CT TA MBI
J2, ZERGBIR - ZEME Y v o EioEK % D 7z (Fig.
1B).

JAESE C AH R

T 607-8062 SR HUER T LA} X IR HT 2
TR P10 B I 25 PN R

(E-mail: rakuwall6132@gmail.com)

(Received 15 Jul 2020/ Accepted 16 Nov 2020)

MBSO CT 74 F FAEME PET-CT T, Epz#l
DM R I T4 (R isaRRE) N2 (FMNE )
VNG RE) MO Stage IV (Fig. 2) & #2WL7z. F4E1L
H& Y2755~ (cisplatin : CDDP) 60mg/m? X
A ML FEF (pemetrexed : PEM) 500mg/m® % & A L
7oA, 23— ZMRITA IR T3 3K U progressive dis-
ease & %z 72 (Fig. 1C, D). 2WkiG# L L T20XX +14E
LAWKC=R RV~ TRBA L. =RV THGHIC R
DERHARZ RO ZDMET VT I MERIER TH - 72
SRV T DI —AEGH TR VRO HE
L7z, R&EHEE U+) 204 70— BREREFEDOE N
TABEE L7,

ABERREE - RIR370C, 1M 99/55mmHg, R 81
bl/5 - %, 161/, SpO299% (BING), Eik
WL EHEREES L. R, OHEE R L. SR
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Y.

WA R, (Table 1) : YA TS 5F >, RAMLFELF
BHRNEE T VT I VIE S BEOHEAIRE D 72
(Table 1A). = KNV 73a—AEGRTHICHET IV
TIVIEEEARD Y. MR TIE 2. JREH#
PEFEEUX 0013 & FERETH - 72 (Table IB). =K
W= T OEGHITERBEOIRT 25207z,

H{EPT R, (Fig. 1E, F) © MadBa 2 CT CMEALE, #
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Fig. 1 Clinical course. (A, B) Chest radiograph and contrast-enhanced CT showed a left pleural nodule (B: arrow) and a
left pleural effusion at the initial diagnosis. (C, D) After two courses of CDDP and PEM, contrast-enhanced CT showed
an increase in size of the pleural nodule (D: arrow). We changed the regimen to nivolumab. (E, F) After three courses of
nivolumab, contrast-enhanced CT showed a reduction of the left pleural nodule despite an increase of pleural effusion (F:
arrow). CDDP: cisplatin, PEM: pemetrexed.

Fig.2 PET-CT.(A-E) The tumor involves a mediastinal organ and is unresectable.
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Table 1 Laboratory data
A. Before administration of CDDP/PEM
Hematology Biochemistry Urine
WBC 4,200 /uL TP 7.7g/dL Qualitative
Neutro 68.7% Alb 39g/dL Protein 1+)
Lymp 214% T-bil 05mg/dL Glucose (=)
Eos 14% AST 21U/L
Hb 144 g/dL BUN 179 mg/dL
MCV 93.91fL Cre 0.79mg/dL
Plt 23.3x10*/uL eGFR 74mL/min/1.73 m?
LDL-cho 70mg/dL
Na 139 mmol/L
K 3.9mmol/L
Cl 102mmol/L
CDDP: cisplatin, PEM: pemetrexed.
B. On admission
Hematology Biochemistry Urine
WBC 4,300 /uL TP 69g/dL Qualitative
Neutro 72.8% Alb 25g/dL Protein 4+)
Lymp 162% T-bil 05mg/dL Glucose (=)
Eos 0.9% AST 31U/L Sediment
Hb 10.3g/dL BUN 189mg/dL RBC 1-4 /HPF
MCV 96.8 L Cre 1.07mg/dL Protein quantification
Plt 242x10'/uL eGFR 54mL/min/1.73m? (partial ?Jrine) 8778 mg/dL
Others T-cho 239mg/dL UN (urine) 366 mg/dL
Cs 165mg/dL LDL-cho 81 mg/dL Na (urine) 78 mg/dL
Cy 41mg/dL Na 139 mmol/L IgG selectivity index 0.013
1gG 2481 mg/dL K 3.9mmol/L B2 microglobulin 3,400ug/L
Cl 102mmol/L NAG 56.6 U/L
Cr (urine) 89.3mg/dL
Protein/Cre ratio 0.100
B2 microglobulin/Cre ratio 0.003
Urine collection
Urine volume 1,567 mL/day
Urine protein content 10.02 g/day

NAG: N-acetyl-B-D-glucosaminidase.
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related adverse effect : irAE) 2VRIEE 7. A 70—
PREFBEIEIZR LT L K=V 2~ (prednisolone) 50mg/
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Fig. 3 Pathological findings. The glomeruli did not show remarkable changes on PAS staining (A). We found IgM depos-
its in the intraglomerular mesangial area (B) and diffuse foot process adhesions with the electron microscope (C). There
is a lymphocytic infiltrate around the tubules (D), and immunostaining revealed CD8 dominated lymphocyte infiltration

in the tubular interstitium (E, F). PAS staining: periodic acid-Schiff staining, HE staining: hematoxylin-eosin staining.
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EFRE LTHWRA ML 32 FIZX ) vNELE % 7
O — VIEGERE A 56 L 72513 H 28 25, "X L F b
%53 A TOZ RV TSR OIMEZ L7 F=
VX 0.75mg/dL & BB T IXRED T, EARRIMIE
TNT I MEDIK TR 572720 X ML FE FIZX
LIk E R RV T73a—A%ERTH
PO T VT I VIE & RAR, SEEREE Z R R
B D, rAEE LTOBRED AT d LV atk Mg
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LEA 70— VEBERAZREL TS, fEF v 7R
4 ¥ MHEHEE LTIERATTY) X7 (pembrolizum-
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7HRA Y VHEROBERGATONIERN b H o7z K
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20XX + 142 A o fgEBakfs CT Tk, MR i o f
RO TV S 2MWIAKITE ML T 5. FEERNE AT L
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EBEREICH LCAT A F, FRELZRBLZLEZ A,
MIRKDIBA % BDI-Z LS A 70— CREREIZL 20
KBEKEEZTWD

WIET = v 7R ¥ FHEEOMHEHBZICIrAEZ FEAE L
TIEBICIE, F8IE L 72 o 723ER] & Fuilik U C ey B/ A
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DEAE=RN< T2 P L TWAAMRIES » HETHE
IbxBOT A 70— BEEMEIIAEEEHBIRIZES
2. =RV TOKRE FLRF=va X BMET,
JEH B2 microglobulin (B:MG) 1XiBHERIIAHER 3 » A#IC
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Table 2 Cases of MCNS after immune checkpoint inhibitor treatment

Immune checkpoint . Treatment
inhibitor Disease Age/Sex Symptom  Days to onset after MCNS Reference
li t ivol b
pembrolizumab fmangnan 68/M weight gain 18 days ‘n{\{o ma 9
melanoma ipilimumab
Hodgki
pembrolizumab odskin 43/M edema 28 days none 10
lymphoma
li t
ipilimumab faisnan 45/M edema 18 months ipilimumab 10
melanoma
Hodgki
camrelizumab cdskn 40/M edema 30 days none 11
lymphoma
li t froth i
nivolumab ma 1gnz.1n 72/M o {n 42 days none present case
mesothelioma the urine

MCNS: minimal change nephrotic syndrome.
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Abstract

A case of minimal change nephrotic syndrome after
nivolumab treatment for malignant pleural mesothelioma

Masaki Ishida, Jun Suzumoto, Chikara Sakaguchi,
Nobuyo Tamiya, Michiko Tsuchiya and Yukio Nagasaka
Department of Pulmonary Medicine, Rakuwakai Otowa Hospital

A 72-year-old male was referred to us five months ago as his medical check had disclosed asymptomatic left
pleural effusion. A contrast-enhanced chest computed tomography (CT) revealed multiple pleural nodules with
pleural effusion in his left chest. A diagnosis of malignant pleural mesothelioma of epithelioid type, ¢T4N2MO
Stage IV was made by a biopsy of the left pleural nodule. After two courses of cisplatin and pemetrexed, the left
pleural nodule enlarged, and he was treated by nivolumab two months after. At the end of three courses of treat-
ment, the patient noted froth in his urine. Laboratory examination showed proteinuria and decrease of plasma al-
bumin. There was a little proteinuria before nivolumab administration and the serum albumin level had been
normal. A renal biopsy showed no glomerular cell proliferation, no membranous changes, and no semilunar for-
mation but CD8 dominant lymphocyte infiltration in the tubular interstitium. We diagnosed him as a case of mini-
mal change nephrotic syndrome after nivolumab treatment. No progress of the tumor was observed three
months after discontinuation of nivolumab treatment. Nephrotic syndrome in this patient was considered an im-
mune-related adverse effect (irAE). Nephrotic syndrome as an irAE is a rare complication of treatment with im-
mune checkpoint inhibitors, especially nivolumab. It has been reported only once in the treatment of malignant
melanoma.



