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A CASE OF RHEUMATOID ARTHRITIS DEVELOPED DURING
TREATMENT WITH NIVOLUMAB FOR RENAL CELL CARCINOMA
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A 66-year-old man underwent nephrectomy for right renal cell carcinoma (cT3bNOMI (PUL)).
Thereafter, he was treated with sunitinib for lung metastasis as the first-line therapy for 5 months and then
axitinib as the second-line therapy for 2 months. Because lung metastasis progressed despite molecular
targeted therapies, nivolumab was used as the third-line treatment. Three months later, he complained of
painful stiffness in hands and wrist joints symmetrically. He was diagnosed as having rheumatoid arthritis.
Treatment with nivolumab was discontinued and prednisolone and methotrexate were started. Although
the painful stiffness in joints was improved 1 month later, synovitis remained partially 6 months after starting
treatment of disease with anti-rheumatic drugs. Therefore, treatment for rheumatoid arthritis was
continued. On the other hand, because the lung lesion had progressed 2 months after discontining
nivolumab, everolimus was used as the fourth-line therapy.

(Hinyokika Kiyo 64 : 397-401, 2018 DOI: 10.14989/ActaUrolJap_64_10_397)
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154. 1 cm, fKHE 57.0kg, Kim 36.4°C, ML 118/77
mmHg, WR#T 83/min, SpO, 98% (room air)

My A &L : Hb 9.3 ¢/dl, WBC 7,700/l Plt
43.475 /ul, Neut 5,200/ul, Alb 3.6¢/dl, LDH 281
U/], Ca9.6mg/dl, BUN 10mg/dl, Cr 0.82 mg/dl,
CRP 6.9 mg/dl

MSKCC 23482 : 3 14 poor risk

IMDC 348 : 3 2 poor risk

BGPTSR - B 121 X 100 mm KO EE; % 720,
LEHIR - TREIRERZ RO ARSI
8 X7 mm KO % 58 ) B 2 B0 7z (Fig. 1).

FAMFTR, : 20164F 1 7, Chevron YIBAFEIENIEEAH] %
A & 2 BB 2 AT L 7o, TR NS 4 RER41
g5, A I 1,590 ml THRIMERRIER 2 HALZ H
MmL7z.

R AIPT /¢ Clear cell carcinoma, 140 % 110 % 80
mm, Fuhrman %74 grade 2, INFy, lyl, vl, eg, fcl,
iml, re-infl, rp-infl, s-infl ; pT4NO (47 RIEEH)
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Fig. 1. (A) Early phases of enhanced CT showed a tumor (121 X 100 mm) in the upper right renal
kidney. (B) A CT scan demonstrating a tumor (8 X 7 mm) in upper lobe of the right lung
(arrow).

Fig. 2. Ultrasonography showed neovascular bloodstream (arrow) in synovium and edema of synovium (arrow
head). (A) Longitudinal sectional image in ulnar right wrist by power doppler (grade 2). (B)
Longitudinal sectional image in ulnar right wrist by gray scale (grade 2).

et - B2 125 L sunitinib 50 mg/day, 4 78
%5 2 MIRIETHEGRB L2, HE5HAE»S 17 H
%, CTCAE v4.0-JCOG 240 { 7l T, & I E
grade 3 (180/90 mmHg), & grade 2 (39.1°C), Jii
K grade 2, SMEBAA grade 1 2380, EWEH D720
25 mg/day, 2 H¥xG 1 BAREIZHE L, G %Mk
L7z, 4 71 QRO BEEEHE TR OBR, Al E3EIC
B BB EOMBl 287272, axitinib 10 mg/day
IZEFE L7205, F0% 2 1 A COMREHMChER; o1
KERBOI. 72, WEOMTIZE D Wi
WRERILE 2 hE~ORE TS, ks X R
FERASIDBL L, FFAEA H iR (45 Gy/15
fr) 247> 7. ZWiEH £ LT, nivolumab % 3 mg/
kg/2 week THMGE L7z, &5 2 77 A R OW{&EHE Tl
MBS X — AR 2 RO I Gkt L 723, 7 9 — A4
%O14H B, WFEEEH O L POTFOZHbIXD
AR ATz, B v TR v TRy Y —
L7z

Vo F vy ¥ — 2B R AT 0 CRP 0.35
mg/dl (nivolumab #¢5-Hi 2.6 mg/dl), matrix metallo-
proteinase 3 (MMP-3) 181. 3 ng/dl (Z& #E fi5 28~120

ng/dl), )< M4 FIKF (theumatoid factor ; RF)
21 U/1 (FE#EME <15U/1), anti-cyclic citrullinated pep-
tide (P CCP PUIK) <0.6 U/1, Miik | BEEE 40 mm

Fig. 3. Black circle shows synovitis in joints iden-
tified by ultrasonography examination.
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Table 1. 2010 ACR/EULAR Classification Crite-

ria for RA
A. Joint Distribution Points
* Large joint 0
* 2-10 large joints 1
* 1-3 small joints (with or without involvement of large 9
joints)
* 4-10 small joints (with or without involvement of ¢
large joints)
e >10 joints (at least 1 small joint) 5
B. Serology Points
* RF— and CCP— 0
* Low RF+ or CCP+ 2
* High RF+ or CCP+ 3
C. Acute Phase Reactants Points
* Normal ESR or CRP 0
* Abnormal ESR or CRP 1
D. Symptom Duration (as reported by patient) Points
* <6 weeks 0
* >6 weeks 1

A score =6 points is required for classification as definite RA.
ACR/EULAR : American College of Rheumatology/European
League Against Rheumatism. CCP: anti-cyclic citrullinated
peptide. CRP: C-reactive protein. ESR: erythrocyte sedi-
mentation rate. High: >3 x upper limit of normal (ULN).
Low: <3 x ULN. RF: rheumatoid factor.

TRYET - BT ICHE - IR Z O o7z WT
BB A X A CId, B v~ T IR B B O
5 AT BRSO TEEREAE O O A TH - 72.
BB E PR AL T UL, IR o LR R I AE 8 A % ) 1
PIEREEIR 5 (Fig. 2) &, TR, HRHah T
TRENBIEN, /o5 345 - o6 4 faeh TIRETBIEN 12 RR 72
(Fig. 3). 2010 American College of Rheumatology/Euro-
pean League Against Rheumatism (ACR/EULAR) O
BV v~ FREIEE (Table DY 12X 2 X, AJEH
&, A EIR 23 IERES T, B IE TR T
I RFBHEMETHY 2 5, C. SIS EIZ CRP -
Mmike I EAEO 1A, D BRI (B ZEE
PHOHM) X6 ERMTHY, GFI3ATHo7.
L, Vo~ TF Ly s =itk EEs g
T, BETY v~ TR 2 B AT I 2 R /N
EilCERw, I b% BRApBIEEICHTHE, A
SHERD, AEt6REnS. DLy, Vy~FH
ML & 0 BT v~ F L& S 7z, Nivolumab %
ik L, prednisolone 5 mg/day & methotrexate 6 mg/
wk (2 X BiEHE G L7z BEMAG,S 1A HTF
RO M EIPEII SR & RR0O 72 A%, JEHRIIFRAT L 72.
BHAEDIT (eGFR<30 ml/min/1.73 m?) %720 7:
72 &, methotrexate % salazosulfapyridine 500 mg/day
\ZZEH L7z BUERBIET Y v~ T Baa R 4 7 R

Table 2. Summary of reported cases of RA after anti-PD-1 treatment for cancer

Tumour
response

y

Autoantibody Autoantibod
results results

before anti-PD-1

RA response to treatment

Time to RA after
anti-PD-1 exposure

Type of cancer Anti-PD-1

Sex

Patient Authors Age

Progressive
disease

CCP: 671 U/ml
RF: 18 Ul/ml
CCP: 233 U/ml
RF: 180 Ul/ml
CCP: 61 U/ml
RF: 47 Ul/ml

CCP: 61 U/ml
RF: negative

Resolution with NSAIDs

1 month

Nivolumab

S‘guamous cell carcinoma
of the vagina

F

55

Belkhir

Stable discase

Not available

Resolution with PSL 10 mg/day

1 month

Pembrolizumab

Endometrial
adenocarcinoma

F

Belkhir 66

2

Partial response

Not available

Resolution with PSL 10 mg/day

4 months

Nivolumab

M Lung adenocarcinoma

Belkhir 59

3

Stable disease

CCP: 18 U/ml
RF <15 Ul/ml
CCP: 42 U/ml
RF <15 Ul/ml

CCP: 22 U/ml

RF: negative

NSAIDs and HCQ 400 mg/day : good response

1 month

Pembrolizumab

F  Metastatic melanoma

Belkhir 56

4

Stable discase

CCP: negative
RF: not available

PSL 15mg/day and HCQ 200 mg/day: good

response

Nivolumab 1 month

M Metastatic melanoma

80

Belkhir

Stable disease

CCP>300 U/ml
RF: 246 Ul/ml

Not available

pping nivolumab and MTX 10
onse

mg/week : good resp.

NSAIDs : no effect sto
PSL 5 m,

Nivolumab 1 month

M Lung adenocarcinoma

Belkhir 68

6

Stable disease

CCP <0.6 U/ml
RF: 21 Ul/ml

Not available

y and MTX 6 mg/day: good response
mg/day : good response

/da

MTX : Methotrexate.

Nivolumab 4 months

Renal cell carcinoma

M

67

Present
case

SASP 50

399

rheumatoid

RA:

PSL: Prednisolone.

NSAIDs : non-steroidal anti-inflammatory drugs.

M : male.

HCQ : hydroxycholoroquine.

SASP : Salazosulfapyridine.

F: female.

CCP: anti-cyclic citrullinated peptide.

rheumatoid factor.

RF:

arthritis.
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L TR OMERIIEE 2 RO 72, #F7zICHE 2 PR
HEET B ET O BIET AN L, BRI XS s N
225 72, Nivolumab /1L 5 2 71 H 1% O B EFA Chili
IO R ZRO72720, everolimus % 10 mg/day T
BGA L, WAL TV 5.

Z =

LA, MBI 2 R EORT I SN 5
Lz, mBEREOERENE L, ICs OER
TS ARATR S5 &9 1275 727 ARHT b 20144F
|Z#L programmed cell death protein 1 (PD-1) #itfkTH
% nivolumab 7%, EBMEEHRAECTEEI N £
DE20164- I EATEMILIFIC BV TH TR 2o
72, ICIs (X2 DERBEFIZ LD, IRAEs 25| &2 2
TS DS, BE Y v~ F b IRAEs O 1 D&
LTEETREEBLH, ICs 12X BHEY 7~ F
FHEDOME2A 7% <, Belkhir R 5% 25 PD-1 Hifk T
B ZHTHICBIET ) 7~ F & 580E L7z 6 Bl & i L
TVAIZH IR,

BAET ) ¥~ F OHREIL A D0.6~1.0%",
FRIE 13 bwbh, e & b IAREITHN
L, MEDHEE 5T 5. 80%DEHIT35~50mTH
BV o~ T2 ET A, BERIEALI00,000A, 1
FH720 8 ~39N, WHTIE8~TBNEHE ST
WY —J, P PD-1 HURMR RSB ) v~ F &
FIEL 726 BITIX, $XTO0RMLETH Y, dofiid
667 (HiFH : 55~80i%), 6B 3 BISTHME, 3 BIH
TP EPEETFRD TW v, RGP S EEE TO
Rl 1A 3 (B 1 ~4 4 H) &, HUPD-1 L
A GBI RN SE LT\ 7z, RIEBNE67m 1
T, WERAG?S 4 7 HTHEEY vV~ F 2 EL TH
D, 6 BIEARRIZFHIZERE L T/

GBI LT, Bl 6 Bk 4 BTy 7 < T3
(disease modifying anti-rheumatic drugs ; DMARDs) %
HWTH59, 26T prednisolone H#l, 2 1T non-
steroidal anti-inflammatory drugs (NSAIDs) Hi.%l % i FH
LCw7z. NSAIDs % M L7z 1 BTG RAZ
L <, DMARDs T & % methotrexate % Bl 45 L 72.
DMARDs Tiaf & hilfa L7z 2 #1d & % 12 hydroxy-
choloroquine Z i\ T3 Y, 1 HITIE prednisolone %
PEH L Tz, mHRISas 2 JUBEIZ & <, 661 3
BICHEfE, 3 PITHEIRDUE 2RO, £ D720 6 6l
FTRTORERT, L PD-1 PuiEiGHE & fkfi L T 7z,
HREAEGLR B BT ) v v FOERHRE S Tw R
V. HERBITIX, nivolumab ZHIEL, BETY v~ F
DIEHIZH#E U T prednisolone & methotrexate THI%A L
7. BB B POGTEIL BIFT, FEIREGE 2 3B 72
WS, — B AEASFRAT L 72729, nivolumab (X L
ol LLads—fRBEE;EREL TV TH
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BIET) o~ F I L Oy ha— v e fgga v b
O — VAT ETWBLIERTIL, nivolumab DHEHFEAHT
HECHDHIEDIRIBEINSG.

Nivolumab 2SIV v~ F 2 F51 3 48712, T
helper 17 (Th17) Mg BI5-254EM S 4%, Thl7 #H
ik, BHERY v~ F ORRREIZ B\ C T 2 i 24 5
fal LTSN TBY, 117 2EAETLZ LT
Bex R EZFER Y. Dulos ] 5V 012 &
5 &, PUPD-1 PRk 35 S 7215 NOHI R EH
IZBWTC, T bu—) VL ILEEL, Thl7 Mifg, IL-
6, IL-17 BEFICEHLTBY, S5I2PD-1 /v s
TRy AT ILG OFAENEML, F4—7
CD4" THiL Th17 ML~ LAMELE S D & ]
HENTWAIY PD-1 Hifk T ICBE ) v~ T
EIIELIZ6BI0 9 B, 3 BITH PD-1 PUKIGHEB I
AINZHL CCP fLfk i 2 7o Tz, 9 6 2 6l THL
CCP itk Th b, BAETY ¥~ T OFIBRIKE TR
HHERS I L T2 WEHIZB W T, #it PD-1 #itfk
Ml EEL R ) EET) T EIET A RRELND S
N

YU PD-1 PURIGEHE I FEIE L 72 B8 ) 7 ~ T O
FRIE A 2SR R A E <0 IR /N PRIl L2 k5
% nivolumab D55 =AHEEE Tl 5 ~16% TRAHETRKE O H
ERENTVEY . MY 7 ~F OZMHIE, Table 1
TR L7 i %78, BRI E R CHiiE g
DOHEZAT 2L, EIEEL W2 LT T B
Vo FERMBHTE 50, BEMEOBES
BETH L. B 7~ FIZEERIEBIETIUL, B
WEINBMITEE R EREELEL, &LV QOL
DIKT %723 720 RIFEAIAYTH 5.

BAE, ICIs (2 X ZBET) v~ F x4 5, Fik -
FHBA LM R BB IIAME Tl v, 72 ICL 5%
BIEI OB, FIFEAEEREIER % & DR Hs v
Wb B OXFHETA FT4 2 TIlE, B
) < F 12 DMARDs 28332 & Ccw s F 72,
nivolumab @ %3 Z A EFH R4 L Tl cortico-
steroids 12 & AIEFEDMTHILS 2 L H % <, nivolumab
DB RICHE L 2w ERESIN TR Y, —7F,
prednisolone HF TiH#E 2 fsa L 72EFI T, #EFH)
7 BREHN &2 AT W E BE S H#EIT T 4 % 5, DMARDs
254 H5_ETHLHLEEDbNL. DMARDs I3, JE
BERELZIIHT L ERESNDL DL DY), SIRIER
T 5 2 LA X D IBREE O L IEFER RO S
EMRETLIEDNLEING.

& B

ATREHHIESSE |28 L nivolumab % 5-H IZBAETY) v~
FHE L7z 1 Bl % #E5% L 72, Nivolumab #¢5-+ OB

biid
T
Hi SRR ) 7~ T 2 @B E W HE R BRI
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