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EE EMII83R, HIFENMPDOEM. ETERFELREECTICN3MO Stage IIB, KSA N—&GZFERL
U, PD-L13EAFBAEZML . 28E =R~ T (nivolumab) H5RIA5 5 BRICSESIEREREL
. A704 NERC—EEHRL AP, ZRILTTHERICHFEVREIBERIBRL, —RILTTOKEET
JUETZATOA NEHTHEL. EMEGIETIE, cytotoxic T lymphocyte-associated antigen 4 (CTLA-
4) BHEREICLDIREIEXOREHEE I PD-1/PD-L1BEEEL SV ERESNTHY, HEAEICHEWVT
4 CTLA-4BEEDOESEMICHEY, RERICHBEISVETHS.

F—T—F:ZKRNWTT, RESER, REEEFEER, HE
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REF v 7 RA Y FH%ESE (immune checkpoint
inhibitor : ICI) iZcytotoxic T lymphocyte-associated an-
tigen 4 (CTLA-4), programmed cell death-1 (PD-1),
programmed cell death-ligand 1 (PD-L1) &\ 7260
Fry IRV M FERAET S E TEICTHZ
FEWEMAL L, SRtk % k3 5 2 & CHUEE AR
ZRETLEANTH L. ICIOTE LI, SFEFh
HANE 2 3BT 2 WEHEATTA L LT W2 25, SRR 0IER
WA EHS (immune related adverse event © irAE) 3
WMEEINTVE, REHBERIIZO—DTH S, Fh
HREBRE S BV CIITH 5D, =R < 7 (nivolumab)
PEESRBRIIHRE) R EZTSEL, 512X o THIRATEA
FHE L 7R P OB 2 BB L 72720, S
BEGOTHET 5.
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MeFRZEATH (B0 THEMTEA), BrPHZE, Wil PR %

AETEIE B 30K/ H % 20/ 5 60 F T, BRI
60j% % T.

WL RENIREE © 79% 3 F (furosemide) 160mg/ %
MH, 79%3 F200mg/IEENH, 12 K (silodo-
sin) 8mg/H, Y AF 7 I (distigmine) 5mg/H, 7
+ 73 /7= (acetaminophen) 400mg/H, 7L #
N1) v (pregabalin) 50mg/H, #IHF#H1T/H.

BUREE - BT O EIC TIESCT ©Ff F 3SR %
B s h, WMAEHNWISHANZZ L. HEOME, 6T
B PG cT1eN3MO Stage MB &MWLz, K54
N—@ETFERIENTH Y, PD-LIEHITMIEAZ
DIzOARHTH -7z, HIMFIEE Y > s D72 Dk
SHHEEOMEIGFE WL, 1IRBEAI VKT T F »
(carboplatin, AUC 4) + /%2 V) % ¥+ )l (paclitaxel,
200mg/m?®) TIHMZBE L. 23— A TR I ESEHE
DO RKZHD, 2REFEEL TRV < T (240mg/
body/2 weeks) ZBHIE L7z, 62— A5 0 1AM %
WCHBASIH L7720 RRFI 222 L, SE) gL
Zhrsh, Yo FENREZH L.

T WEBUE - R 1588cm, fA#E53.6kg. SpO: 97%
(BNR). WS Mk 2 B3, AR ISR
BrRIBOL o7z

WM © FIIER2700/ul, [/ 132 % 10/
uL KT 2RO TW7228, HilZZ R b FEL I h 0o
72. Cr 7.37mg/dL (eGFR 6.1mL/min/1.73m? & KHj
ARG L Tz, FOMEEET RETRZ D 7%
"oz,
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Fig. 1 Retinal detachment in the right eye shown by optical coherence tomography and bilateral conjunctival

hyperemia (arrowheads).

ZWENIEFB CTAT A, « A T EESE A6 SUUZHh T TR
— 7 JEREVE 22 % F88D, BED O AMINCHERE 3 5 5 K% 26
X20mm KOWES; %2 FBD 5. b Y) @ik 478 L O
#IRDJERZGED 5.

=RV~ T AR IE RS CT Br A ¢ JRl 58 B 1334 %
2Tmm RN RZBD L. itk ¥ 3 H§iEOZiE v,
Bl ORI % D 7.

WL FDG-PET/CT AT W, + 43 F Sz D R PR 25120
Z, CTTHARLTW/2#7B XU #4R Y ¥ /38D IT 21
BRGEFIER YD > 238, MR Y~ XEICHER R 5.

S WERELAT L © 85E8I1470.09, /2006, HRIEIEA
209mmHg, A 232mmHg. MRS, §iENO
JAEMBE 2+, MG EY, T REE 2RO
ST PRI R TS B W T LS A R B A BR D 7
(Fig. 1).

HRRARE © = RV T2k RE ) BEEDEEDI, §i
BANDJAEMIZE O A7 & TRIBEHE L ) 2589
Rk THo72Z L5, Common Terminology Criteria
for Adverse Events (CTCAE) Grade 344 & HWiL,
SRV TERED ) 2, 15% LK T7aFHT Y (levo-
floxacin : LVFX), 0.1%“X% * %' (betamethasone)
BLOMOEH I (tropicamide) ®FARIZ X 5 iEH#E% B
IHL72. 2BOBIERTINEA 007, £008FRETH - 72
A3, FER R R L, SRR O & R 7.

JiliE 13 stable disease (SD) Z#EHF L TWw722%, KA
OHLEB LR E OMET=F AV~ T2/ L 1
I — A AT L7z 2388, $BIEAD1E450.15, /2015 % Thl
T - 7288, LR BES BB L2, =K
V7L, bYTLAY /B TEFSF (triam-
cinolone acetonide) #2727/ Y# T A7 0 A N4
(sub-Tenon triamcinolone actinide injection : STTA)

BERL, X¥ ALYV HIROBEEZEML7. STTA
PG RR I L RERIEEGE L, 5 ERICIEBIER A 03,
7203, IRFEEA127mmHg, A 133mmHg ¥ T L
7o %96 Ak, BEOZBIIERD, FRETRRELZE
L7 RIEDFR R, BUIEZTHRAEL T 5.
[FIREHI & 0, ZHRSHER D B2 I T THE SR 2= B
BRHESLB L7, BEOAEBIASNLE D72, Vogt-
/B YR (Vogt-Koyanagi-Harada disease : VKH) 12
AN MR 2 B & X587 1) B0 SEBEE PR o K R 12
HFELE TR N &, FREOWNIREZR &5 5, REF
BETIIARBRENEIICEIT O N, ERICX 5%
BB 2T CEBITROBERALNAIL, 7at
IFOEEBLIOATOA FAHIC L 208 EAT) Hél
o7z, b FAMERPTE (human leukocyte antigen :
HLA) ZDR4DSBEMETH - 7298, &inT-#lix HLA-DRB1*
04:06 TdH - 7.
BiFEIZOVTIE, =R 7HREHI > AThI 2
WREINZ255H SDEMRFFL T3 (Fig. 2).

z ¥

ICTIC X ZIRBH IO FERFL L LT, HEHBiix
FI4 7 ARG THENE W, 560 %0 Tk
F104% DFIEICE T HHi R irAETH Y. WifElcBl 5
FEREBAPENE, =RV~ TR O S A BRI B
WT6H (017%) TH Y, FEFIFHRE IR A DMK TIES
BIOMKTH -7z (Table 1)27°9. —7F, EHBEMAJETH
Wt v AMIE 147 &, Mo 267 LR LTy, #
HELTIERAT /A MHSRTDH 5 0 L x
B IEERIE ORI S T, IRIEIED A 5 4 b~
O HCRENHAE T 2K LIS HEE ENTW»EDY,
KEAMERME (FDA) 122003464 5 2018 45 12t
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Before nivolumab treatment Nine months after nivolumab discontinuance
Fig. 2 CT scans before nivolumab treatment and 9 months after nivolumab discontinuance. Stable disease
maintained in right lower lobe mass.
Table 1 Clinical cases of uveitis after treatment by ICIs
Time from ICI
tart t . Steroid
No. Age Gender ICI .S ar .0 Symptoms and findings erot Outcome Author
diagnosis of treatment
uveitis
. 1 ision (lef . ision i .
1 53 M nivolumab 19 days blurry vision (left) systemic vision 1mpro*v ed Dermarkarian CR?
low vision in 9 days
. bl ision, . . . .
2 66 F nivolumab 5 months . urry vision . topical improved in 3 weeks Karlin J?
ciliary hyperemia
. ocular pain (left) . . D s
3 52 F pembrolizumab 9 days . . topical improved Kitadai R
ciliary hyperemia (left)
ocular pain,
ciliary hyperemia,
4 61 M pembrolizumab after 3 cycles sensorineural hearing loss, systemic improved™* Tamura T?
asymptomatic aseptic,
meningitis
. oW vision uveitis improved in 5 days,
retinal detachment, . .
auditory disturbance auditory disturbance
5 71 M  pembrolizumab after 2 cycles v * systemic™**  improved in 30 days, Kurono Y?

headache,
aseptic meningitis,

no recurrence after
ceasing steroid

alopecia

Patients No. 4 and No. 5 were diagnosed with Vogt-Koyanagi-Harada disease.

*: After discontinuance of steroids, intraocular pressure increased to 50 mmHg and the patient’s visual acuity decreased to hand motion.
**: Topical steroid was tapered, and pembrolizumab was re-administered without recurrence of uveitis for 7 months.

*** Patient was given 500 mg of intravenous methylprednisolone for three days, followed by 30 mg of oral prednisolone.

#*#% In Japanese.
ICI: immune checkpoint inhibitor, M: male, F: female.

ENLICIOREPHETIE, PD-1/PD-L1IHEHRK X Y b
CTLA4FHESICBIT 5 R E D REDIFEMIEA S A o
729, F7:PD-1FESICCTLAAMER ZMA S &, &
EIBERFIED I v AHAATT 25 171125 2 &
DIESNTVEY, HEICBVWTYH, 4% CTLAA4ME
SEOM BRI, R L) BRTE 2 S B2
LT BEEIHES NS,

R BEROBWE TN TH HEROEHCHRIEERE

I i TlE, FOFFERAH = X AT helper (Th) 17D
MEAHE SN TS, PDIRKEHET LKLY
7%, Thl1 % Th17TEMORBEREL K LA > & —aAf
¥ (IL)-6RILI7THREDH A M A A VA RS S
CEDBWHEENTWAY ZEHh 5, PD-1HERKEZD
HEINFERIZBWTH ThI7TOMGARBRE NS, FER
RN THGBRIIE L 2R ) FEEICBWT, 1]
R CHIL-6IRESHIM L7z 32852 2, =K<

=
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T 5 %ICThI7T OB RIE S L5 i %% 5 &9
2 & R RAE L 72 Ef S i ShTn b,

CTCAE Grade 3#¥4 D4R FADBETL, TR
MaelEL, IREME~NOI VD) 2, ATH
4 FORETE & CIRNEEG T 2 &GP OG5 iESE
ENTVDYW, RENIFIETT WA EETH 2 ) 2
KERTHY, EHNLRAHIEELATOA Nk
B3 BE#EEZ21T o 72, BEREA OB S5 HBICD
WU, ICTICH T 5 & HEROBER S L) BEEDWE
BIUBEIZ L - C, IREHE L O THEFR& & 3h
TWAYW, RKEIORE ) BkIE, PO & TR
MZH o7zl b, PG IEThe & Hlr L7z ICIH
P52 X B irAEDHRTRIZ288% & MiEHd 5%, [F#H
ETREIVEROFBRFIZILINICE T, MOIrAE X
DB 2D BRoY 27 BFIE, FiR
CTLAAMHESEOMHARIE I N T VDY 25 Sz
bDIE% L, ICIHEGICIIEELERANLELEZ 5.

RENI R E D BRIIER Y BETIRIBE R HBEL 2 L
TEY, VKHEINIES. IMEiEIC BT
RA70) X< 7 (pembrolizumab) (2 & % 26A3# &
ENTVEORT, FHIHTH LS. AE ORI EIE
VKHICHWB Y TId 7 <, VKHIZHE O &\ #E s 1]
HLA-DRB1*0405 283 Lo 72, L2 LIEIBSZ I3
HETIIAEEM VKHOWEEMEIZE Y 720, 4%
B2 T 5.

BiHEIC BT, =RV < 72X 2 irAEDSFBL L 72 e
(TS AW AE BICR Y, IREPHEIZDOWTH
NAT7U) AT TRE ) BRKZIE L 7R E )
WCBWTHEBENRDIE P o722 P ME SN TWAEY,
FENTBE OIHE DO F T —MITARED, KBIE=FKRNn
<~ 7R b9 ASD 2L, BWik17r Ao4dfi%x
BoENRTWS, BIEREIIBT S ICTHEHORENR A
I DOV TOFEHUTR 5T ) LW EHREMNT b A1
GEH, ICIIEBERH# SN TR S TFRTHLI LN, &
ML BZBRFOMMEED KN EPHESI TV DY,
BHTBEE BT AIrAESIERI1L32% & S, —BEH
WCBUIARERL LT LHEETIIL NI & RIES
NTHVY, ICHIEEN BEIIB 5 H T RIEFRF &
T BIEAH).

Aol FiZirAE L LCTHEE ) gz 2 LMFED 16]
EWE L. 58, BifICB W TCTLA4MERDO
BmashiaAEn b A3, BEREAEICB W TCTLAA4 HE
FIIPD-1/PD-LIFHES L D & 5 &) B D IEIES LD
FWZ ERET A5 L, NBZRICBW T IRFHEHEO
IrAEISHERSLETH 5. SR EOIERO MBI
BEL, ERBBERLESL LI T A EPEETH A,
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Abstract

Bilateral panuveitis induced by nivolumab in a patient
with non-small cell lung cancer on hemodialysis

Yuki Uehara? Konomi Kobayashi? Yuki Suzuki? Kazuma Kitsu”,
Atsushi Mizota® and Hiroyuki Nagase?
4Division of Respiratory Medicine and Allergology, Department of Medicine,
Teikyo University School of Medicine
PDepartment of Ophthalmology, Teikyo University School of Medicine

An 83-year-old man on hemodialysis was diagnosed with unresectable squamous cell lung cancer (clinical
stage IIIB, T1cN3MO) that disqualified him from concomitant chemoradiotherapy. Nivolumab was administered
as second line chemotherapy after disease progression following two cycles of combination therapy of carboplat-
in and paclitaxel. After six cycles of nivolumab treatment, the patient complained of poor vision. The diagnosis
was bilateral panuveitis accompanied by retinal detachment in the right eye. Nivolumab was re-administered on
improvement in the inflammation achieved by topical corticosteroid. However, retinal detachment recurred in 2
weeks, requiring sub-Tenon triamcinolone actinide injection. The patient’s vision improved only by topical treat-
ments. Despite the discontinuance of nivolumab and without other additional anti-cancer therapy, the patient has
maintained a stable disease status for 9 months. Although immune checkpoint-induced uveitis is rare in non-
small cell lung cancer, respiratory physicians should be aware of possible ocular complications associated with
immune checkpoint inhibitors, especially with those targeting CTLA-4, as they have a higher risk of developing
uveitis than PD-1/PD-L1 inhibitors.



