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SEBI 11 46 5%, e RIENAE B 1T (GFBEL : Clear cell carcinoma, Fuhrman Grade3, pT-
1bNOMO) DZFMEERIC L 2\ LT, Ry 70 AT+ T7F T F 2T HESERE Nz, THFY
F o T ORATHEGERE R o 728, Ry T7n) A TS 2% L) AST OV ALT " EJ L7z #F
ERARRAT L7728 25, FFFEEIC CD3 Bdfilas Fk & L7z Y sEROFH R % 500, REMEEE
HA (Immune-related adverse events : irAE) 12 & 2 2MWTFESE (Grade3) &#WiL7zo ERI 2 1% 70 %,
B, EEHELSIER - R (clear cell carcinoma, ¢T3aNOM1) DOFZWi<T, <y 70 A7+ 7 F
VT TRBEEIRE NIz ARG 3% X VIR 412 AST KON ALT O EF7A 2780 T 7zhs,
TP E LTS ENTW2RY 25 > Ofg- Wik tk, AST KUY ALT & bEA% & 72 L, FEE (Graded)
LW N, IEMTI, IFEEIC CDS BIEMia: ke Lz v NgkoEE &, PR ) 738k -
BB ORE % B0, irAE &7 ¥ 2 F =712 L 2 HFEIFREED G F &L B L7z, HAREREIIERD
BEY ERA2EEEZRLTBY, SBREBENRATNSDS, WEEHBEEOENSKEEER 7 — 2053 1),
FHOBEME~D T )V N OBEEEITRIE S 7z,
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HE RSV G OB 1L, 2006 SEDIEA = F =7 %
THO & § B TREAEIRIE I X B IRED LT 7E - 7205,

EF v 7 R4 2 MHESE (Immune checkpoint in-

hibitors : ICD) 2883 L, (kD5 ERM RS %2 LAl
B A HEAEHIRT O MR A AT % 7 L 72 B R BB I K
A Sy NG a Y,

ICLiBRIC BV Cid, EHEMNRTEZ ZEIC AN
PO £ S— | F—OBRIIC & D, RO LA
FFENTWD, MEHERTHER (VEGF-TKD (&
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FE, RETF v 7 ARA Y PHESE, SRIVEFEE, RERBEAERR, AR

B 14 & JH 9 2 #8512 N 2, Myeloid-derived sup-
pressor cells (MDSC) 7 & 6o 04 o0 5 5l i Skl e
IS BEH S 5% L OWENDH B Y, 72, VEGF
DFEFEIZL > TCDS M THMAEIZB T % PD-1%
CTLA-4, TIM-3, LAG-3 % & DFHAFHE S LT
BT Mle OB & 258 L, VEGF OEICL ) ZodE
BRHPT B LV HEDLH 2 Y, VEGF-TKI 1& ICI
DE SR LEFNFEOYUENPETE, 5%, BEERE
BRLETEEMREO —REFERE L CETETE
PIZho T hLEZLND,

—J5T, EAREEETIE, HAICHRX ) EVEIE
AR S 2 EIGaINL, T TRENEEERE, EHM
JFEEDOHES &S WERTH Y, HEANIBITS
PEROT X F = 7 HAMFE LTI, AST LH2723 %,
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ALT ES-2%23 %, Common Terminology Criteria for
Adverse Events (CTCAE) Grade3/4 |2 FR % & AST
FHD3%, ALT ERA 2% LHiEshTws Vo —7,
ICI DT, irAE OFREENS (S hTnd °
ST A, SRR IR R L CRAT S oA
PEHE I TR E 2 RO 72 2 W 2 RRBR L 7. IFAER
WZE ) R 2T OFEELZWT 52 L5TE, #Y)
BIEHEIZORITH I ENTE/OT, #Filh & FAEMOE
REHbETHET 5,

E Bl 1

EB 46 %, W

i &OBEK

BEERE 2R v~ T

BRE W1 CT 4 RIS E SRS« 186, RIG0N
e B fE B Al B 4T (9% B Clear cell carcinoma,
Fuhrman Grade3, pT1bNOMO). 4iif% 24E7 7 Ho CT
TEEMEE LIRS N, LSEHIRA L %572 IMDC
534813 favorable risk & 20T L72. BAETY) 7~ OB
W - T HEMIREE L S, BERNE T 0 -
th, X700 X7+ T F LT THEREREO S L
o7z ICLICX 2BET) v~ F OFBE RS L7720
TERVFZTR2AAHEG L, BWERA W & 2R
WAEEOTHERL, Ry 70 A7 OHMES 417>
7zo Ny 7O AR THEHS 15 Hik, AST 113U/L,
ALT 18 U/LIZEH MAPLT7F T F =7 HREL
72735, 5 Hig (4520 H%), WEEZIE AST 361 U/L,
ALT 562 U/L & & HIZ EF L, irAEIC & 2 iFFE &
(Grade3) #EWTEBARLL o7z,

AlRE JL F=vuor (7.5mg/day), V7V AL
7 7YYy 500mg/day), 127 7FELF (25mg/
day).

TPULILX—F 7L

BHAMR OE 1499cm, KE 44kg, EiEH. M
J+ 132/80 mmHg, k8 90/ 4, 1KiE 36.4 ¥, SpO,
9% (BENE). RIEHEEIMZ L, IRIRFEERD D
NEFR S - 8k, e Lo THRRREZ L

BEMR <kt > RBC 4.50 x 10/ uL, Hb
12.2 g/dL, WBC 5.79x10%/ uL (4 Hi#% 7% L), Plt
21.0x10*/ uL, CRP 0.06 mg/dL, TP 6.9 g/dL, Alb
4.1 g/dL, IgG 955.2mg/dL, IgE 541U/mL, T-Bil
0.5mg/dL, D-Bil 0.2mg/dL, AST 361 U/L, ALT
562 U/L, LDH 323 U/L, ALP 102 U/L, vy
-GTP 38 U/L, ChE 186 U/L, UA 4.8 mg/dL, Cr
0.79 mg/dL, BUN 12mg/dL, Na 139 mmol/L, K

3.8 mmol/L, TSH 0.96 mIU/L, FT3 2.2 pg/mL,
FT4 1.3ng/dL, 2 )V F vV — )b 2.0 ug/dL, KL-6
176 U/mL, PiEHiE <40 f5

<JEYiE > HBs LA (), HBs $ifk (-), HBc #ik (-)

<JEEEEE A > IR RO T, PR E OB 2
HELRL

BA AREX4H (7FyF-7iKk$E6HH), AST/
ALT P ERLTEBY, Ry70) A 72L& 5% irAE
wEoC, MHLNZAT704 F/2VA (AF VT F=
v'H Yy 500mg x 3 HM) %7 L7z0 & 6 mH 124k
HALER AR TIFAEMITT. FAEMORER, FFEIC)
VSERDOFE R RE 2D, NS0 YSERIG REg
£C CDS b Eiile T A Z LR S 72720, irAE
WL aMirEEL S s, (Fig Do Z0%, 7
L F=vory 50mg Y A7uaAf F&EG52HBL, 6
79 H 121 AST 280 U/L, ALT 532U/L, #1195 H
128 512 AST 207 U/L, ALT 486 U/L 12K L 72,
B12WH LD 7L F=var 40mg/ HIZW=E, 7V
VFEF R a— U 600 mg O & B L7z, 14
W F 12 AST 152x U/L, ALT 384 U/L T, %521
WHIZAST 97U/L, ALT 241 U/L KN L7720 7
L F=vory 30mg/ HIZHELA, % 28%H 21X
AST 73U/L, ALT 174 U/L &K TF L7272, 7F ¥
F =7 HEM L 720 %35 HIZ follow-up @ CT Z#i% L,
Jili #5578 O fi /N & G 72 55 37 W H, AST 55 U/L,
ALT 133U/L EIKF L, BEE 272,

FO%, NETTFVFo T2 ML DS, TLER
—vnor 7.5mg/ HETHiMzEIT-72L 25, H77H
H oIl 4 < AST 284 U/L, ALT 458 U/L & L5
Lice THRIF =T RRIE LA, 5859 H oI
#C AST 553 U/L, ALT 677U/L & E LI EH LT
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Fig. 1 Clinical course of Case 1
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BY, BARL R,

I ABERE D F M OF R E 5 F 2, irAE IC & 20
BEEDFBREHIW L, 45 86~88H A7 T A K%L A
HifT (AF V7L F=var 500mgx3 HE) o & 90
JWH, AST 263U/L, ALT 464 U/L $ CIEKT 45 b,
939 H 2 AST 360U/L, ALT 578 U/L & LA L7
7o, YA~ HICHEA T B A 7OV AfElT ([
H)o 979K H 12 AST 114U/L, ALT 351 U/L, #
98 H 12 AST 86 U/L, ALT 243 U/L IZM& T %5 100
JHHO CT I THiEERHE L & 512N E 7z, 4101
A IZEEE L 72 (Fig. 2).

Z0%, HETTL F=var 7.5mg/ HE Tl
X, BAERY T TR S O T 4mg/ H % PR
LTWwbe 7T¥F =73 ER1IHEZD?2S 4mg/ H
THEL, WEEOHRI o778, Tmg/ HTHE
W TH D, MEHh 245 7 HEE L2, MR
X PR 2 #fEFEL TV 5%,

E O 2

iEF 705, Bk

i EOBEEK - BRAE

BRE LTHEOBEESE, 560X, H#0TADLA
SR X ARBCREHE SN, WA CLERES 5
NG#EA - IR 235 DI A Bto BFMEE; ST, clear
cell carcinoma, Fuhrman Grade3 & #Z I & 41, Mx#ifg
IR LT A N—F 1 712X BiEE, Uk e 2 -
720 TEEMIBHEZ SEMERRS - A ¢ T3aNOM1, IMDC
534 intermediate risk DFZWI T, Ry T HY AV T +
T X = TR R & BAG. #IEE S 3 AR (23 H)
L DEAIZAST RONALT LR L7729, 2HE®
NRy7a) A 7EHIEL, T¥F Y FZTORMES L T
Wizo AR TRLT ENT WY X7 Y (0.5mg)
DA S 35 Al Sz, AST OYALT @

BLAT XL, MRS 65 Hik, SHBEk - &8k
ANE% EFRICZZ. AST 823U/L, ALT 1362U/L &
JFEEE (Graded) %@, [ H, A HMIZ AR
Lo,

BEFERE frriz L, FEd (vA VAU EET) o
BEfEZ L

MERE 7L

TLILX—F itk L

BEMRE HE 165cm, AHE 41 kge EakiEW. I
J£ 126/90 mmHg, WR¥1 99/ 4, MK 36.7 B, SpO,
95% (NS IREAEIEMmZ L, RERFEEELED D,
JEER PIH - Bk, FEZ Lo FHRIFMEZR L

BEME <IMiitd> RBC 4.65 x 106/ 4L, Hb
15.3 g/dL, WBC 7.89x10%/ uL (Neutro 44.0 %,
Eos 8.1%, Baso 0.8 %, Lymph 37.1%, Mono
10.0%), PIt 16.3 x 10*/ uL, CRP 0.73mg/dL, TP
6.2 g/dL, Alb 3.7 g/dL, IgG 824.6 mg/dL, IgE
27 1U/mL, T-Bil 4.8 mg/dL, D-Bil 3.6 mg/dL,
AST 823U/L, ALT 1362 U/L, LDH 458 U/L, ALP
509 U/L, y -GTP 542 U/L, ChE 231 U/L, UA 5.2 mg/
dL, Cr 0.75mg/dL, BUN 17 mg/dL, Na 135 mmol/L,
K 3.8 mmol/L, TSH 1.51 mIU/L, FT3 2.9 pg/mL,
FT4 1.4ng/dL, 2 )V F vV — ) 13.4 ug/dL, KL-6
729 U/mL

<JEGeE > HBs PUE (-), HBs #iLfk (=), HBc #Lfk (-)

<JEHEBE VA > IS L, K% Lo AR
JRERE AR T,

BB MR I ERERA 8.1 % LEERML, N
¥ AL IR EA B E L RE L) 7 X T
ZTNE BT LV F O E L 5o 72, Y
T0) XY T LS IrAE b EETE Y, Hik53MTh
HWHEIE Lz THFRIF =T 2HIEL, F2WH~4
HWHETAF VT L K=V ¥ 1mg/kg/day =% 5-L,

Vb el :
¢

Fig. 2 Microscopic appearance. a. Hematoxylin-eosin staining shows lobular hepatitis and in-
filtration of lymphocytes. b. ¢. Immunohistochemical staining shows that the number of
CD8+ lymphocytes was markedly higher than that of CD4+ lymphocytes. Arrowheads

indicate CD4+ lymphocytes.
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FS5wH LY L F=va ¥ 0.5mg/kg/day DR %
To720 85 HIZ AST 171 U/L, ALT 590 U/L, %
8% H 12 AST 67 U/L, ALT 300U/L, #129% H I
AST 42U/L, ALT 168 U/L &EFART L 720 WFER
FIZE2HHD 10.0% 2 ¥ — 7 ITIETF, DR&IZ1 % #i
BTRB L7z, £ 13WEICFERZITY, A HHE
DT, 159 HICBE L %2572 (Fig. 3).

FFAEMCIE, BFEEICY VSEROBEED ), £LH
CDS8 B PEMIE 72 - 720 [IEFIZ PRI & 1) /8BRS
B NIFEEER b TR SN 72720, irAE & ST RE
EOEMEFZWI L (Fig. 4).

BEE1 7 A%, AST 14U/L, ALT 13U/L & fFlE%
ZIEFEPANICHELCBY, A=F=7 125mg %
48¥ G - 2BRED 2 r 2 — )V THITA L7z, JFEEE
TIEFEEPH N, FEEER D 5% DA TREE LIS A 72 El
ERIZRD L h o720 A=F = TR 10 H H I
B - IR O HRES B L, PD LWLz, &%
BHEERE 203 2 MRS & 3 KIEED I R > F=7h
Bl & N727%, BERARIRICE S ADLIET D220, HE
A DS EE & 72 D HEBEIR & e > TV b,

(u/L)

1500 - —AST oo ALT

i

Pembrolizumab *
Axitinib

Prednisolone

Fig. 3 Clinical course of Case 2

Z =

ICTIETER DI AR TR Y, BT 505
BERYMETHIEICL-T, PUEEHEZREL T
%o

HWE, DA EIY AAZPURESERME (antigen
presenting cell : APC) &, PAMLOBEIETZER %M
M A EPUE (major histocompatibility : MHC) _E1Z
AT T LTRRL, MlREEET ) 85k
(cytotoxic T lymphocyte:CTL) & Tl 24% (T-cell
receptor : TCR) (2 & V1% TRV G bs s,
L2L, CTL Lo PD-1 %D > FTHhb APC b
LI AMIE LD PD-L1 B &L O"PD-L2 k& T
i, ZoEELIZHEENS,

ICIIZ PD-1 % PD-L1ICHEET H 2 LI2 L - T,
PD-1 & PD-L1 BL U'PD-1L2 &t &% HEL, CTL
OB, EHLEREET L, Cok &, EH s n:
CTL " EHOIEFMMEET L2 L&), ACR
ERAHOBER 25 B4 2B Y, irAE &I
N5,

IrAE®9 b, LA 0E LT, B3,
PR - W, HIREEYRH Y, —HWHCldd b0 E
BIZRD ) Aok LTHKSE, TH - KBk, How
FEE (EIEAS - THEMAR), EWERME, s N
Bhlize, EIEMEIE, BE, L%, TRYRERE
nHFsns Y,

irAE 12 & % FFEEE O S 1$ ICT HAI Tl 5 % A &
WE s T Y I, MR Ay 70
) A= TGRS L 72 ir AE B O IR E (Graded)
a2 IS O o, BRI IO 5 =K
VR TR 4 O — AT I U 72 irAE B o JIFRE E
IZoWTOWLEES D O L)% b, ICI & VEGF-
TKI Z 0FH L 72 A RERETIIHFEEI S 5125
WECHET L. BREER LD, Ry 7u)A~x7L7

Fig. 4 Microscopic appearance. a. b. Hematoxylin-eosin staining shows lobular hepatitis, infil-
tration of lymphocytes and eosinophils. Arrows indicate eosinophils. ¢. The immunohis-
tochemical picture shows that most of the lymphocytes are CD8+ cells.
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¥ F = 7O Td» 5 KEYNOTE-426 3 5 T 13,
AST F5-%926.1% (Grade3 BL - 7%), ALT k5 2
26.8% (Grade3 ML 1 13.3%) #sn !0, 7~
<7 LT XV F = 7O TH S JAVELIN Renal 101
B Tlx, AST b5 5%14.5% (Grade3 bh 1 3.9%),
ALT bEH2317.1% (Grade3 LLE6%) & #HiE S Tw
BW, 2RV TR FZTOHATH S
CHECKMATE-9ER 3 B T (3, AST F 5 7925.3%
(Grade3 P 1-3.4%), ALT L5#7928.1% (Grade3 LL
E53%) THOLNE Y, xyTuFIxT+T XY
FoTRZRNVI T+ IR F 27 TlE, BRELZDLD
BEOIILH 25 % DIEFNIIFEEZ R L CWb Z &
5

irAE B O T 1L, EAERO SRR T & L T5
RENs L8, LBBEo 2 ERFIE Grade3 Pl EE
EEZ 72720, BEOEGEERK, BEFRAIELIRZT
W7zo ICL I & B TR 12 35\ T H BRI~ T ThFEE R
FLE IR EEE - BEEOIEREZ Lo Tzl vy BE
s Y oL FIH L%V,
FRERICOVWTIE, ERL, 28 0%52~3

Wit TH o720 W45 9 13, ICLIC L 2HEEIZONT,

HERGIS B (=R~ 7 161, Ry7u) A~<7 146,
LAY AT 36 O b 4GOI GRE#R?S 3
HHFEFTICHRL2EMELTEBY, bitboiEfO
HERF & 121 2—% L Cw5b, 72 IM brave 150 5k
(IR BT 2T 7V ) AT ERNY X T 06
) TORFREEOISRER IR G205 52 8 F
TIBLRELECEEHTRONTWAD, FEr W iES]
TO~ 4 BEDMICFREASHHELTHY W, ICTIZL 5
JFR I 5 oD SR Y 7 FEAE RN, SRFI O R OF IR I
boIHGH%H2~3BATHLEEZOND,

BA R BT IR EOERICOWT, HTE
5943, ICI & 5T EMERED EL LD EETH 5
PHLNZT 5720, FTTHFRIF2T2RELTCHE
FEIRR I ZEO LB 2 A5 2 2R L TV5H, THFY
F = AR AY 5 B S W, TRV F ST
RIE L TEH LT IFRERENTE L 2 WG, irAE
ELTATUS PG OMILE 7D, BEOIEHTD,
JEBIL, 28 HICFT T X F =T HIREL 728, o3&
Ledpolzized, AT704 RiEEEZIT-72, ER 1 Tld
AF70A4 F/X)VA (AF VT L K=y 500mg X 3
HR) #4710, SER21EAF VL F=vay 1mg/
kg/day = 3 HiE, D7 L F=vayHNikE{T> Tw
Bo JEBIL, 22 DIZATOA RBRY LA, ZHEN
BholzaldIa s e ) — VEEE T 2 F VO DHE

BENRTVD 9,

F 72 IFHERRSGE RO ZGRIEICOWT, EFI 11T F
VFZTHEITHKH L ZAHUIFEENSEIE L 72755,
AT0OA ReB L-RIEHMELR CGRBRBLTWwb, JER
2BA=ZF=7WEHL, HELTERSLZEZA, IF
BRI L IR RN TRl L 72,0

BRI SR BB ORI & & SN b 70, Rkl
HM/NEELZIER L T\ b, IFEMIE, Kupffer cell,
liver sinusoidal endothelial cell 7 & Tl PD-L1/PD-L2
PHEEALTEY, TR HiERERMzs LTH s+
4 —7 CD8 [t T Mg 2 i L LT d, 1455 % L
MRV, WEICT RN =Y A& 70— RELE
. IClzHkGd 5L, WEFzy 7KLY MyFD
P ERE S, BOPEEZ ED2IRIL Y — 7y M2
X9 % CD8 FptEfifg 25 iE AL 3 % 2 & TIHEE 2 5
T5LEEZLNTWD, F72CTL OBEHEREG O,
CD4 B 1EMAE, BAlika, 14 A A >, FFEEICLS
HARGIED IR R E LD EGHE 2 bhTns 17,

Zen & B NFIIC 51T % irAE D #IZ OV T,
OyRELEZIr L, panlobular hepatitis (~70 %), isolated
central zonal necrosis (~20 %), primarily granuloma-
tous hepatitis (~5%), Z DD~ A F — 7 MLk EE
% (~5%) IZnfEhs, QFETAMBITEICY »
IRk, FEIZIFRERRCH D, classical % A CSREMETF 2 &
FEZ2 Y, IREMIROREITE 72w, ORELRE T
(&, CD8FHIET VU v NEZH % L9, CD4 btz
R CD20 B4 B Mg o $ZBH & 2272wy CD3 + /
CD20+, CD4+/CD8+ iz BT %, CDS8 b1kl i s 2
T ) Y NEDMER LY 7 MIMBOEED S irAE = 8
N3 ETHRTHL, @b ) —2DirAE Tdh 51l
PR T, EED ) VRERASRE L 2RS4, A
PERRA IR 2 L L 7R 2 R C & B LR T 5,
LS O OMETY, FFEMRT CDS Byl 058 A5
AN TBY, CD8EME CTL (X irAE I X A fFEED
FHITRTH 5,

—5i T, ICIIC & AFBEEDAND, —Behy 2 SE W% T
ECIEhEE L 7 LV - EDTFEESSH Y, T
LV ¥ — M FEE TIEFEED /Ny — 12 X > T
fEER i o WR, REFRICGEINS, TN
X, ZHatFEE KIS 5720, SR eRsr 215
W5, BFPIICITIEER 2558 < 2B LT\ 7z ), RERIE UG AS
AONDEEIE, T UVIVEF BRI L 2 3R E A
Rigsis 2,

2 LARICES R, 4N, A IEN 1 % irAE
& BIFREE LB, EF2E2ICIETF T F =T DR
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L ABENEE LB ECH BT L7 L2 L,
irAE & L COFEEE & SERIEIFREE 49 L b Mz L
TR 5> TWbDTIE% <, Shojaie 5 1V A7RIET 2 X
I N RIE A 2 N BB S I S N7 BREE T THERI AT
JRE L CRIESN A DHEES NS,

VI IrAE I LT, REAERFR AT A Y b F—
Ax A, BB CEET A BHISEZ SN TW5,
LAEFRER L 7= 2 BRI H S oI X 5T, R0
Rary¥yur—arifEmratbRfo~vtry 2 v
N AT DTz, ZHUC & 5 TR G & RE 2T,
TR R IS OB TR T 5 2 LT E T,
ICLEH O EEITEE TR L THRTidze <, BIER~
AVAVIPETETHEREI R - TLHEEZLND,

o ]

TR AS VRN 12 50T 2 BEA B Se itk o 1) [l 4% -
%, SBHREESHBILZ 2601I2onWT, HEREZITV,
ir AE B DR BE & B L 720

X (73
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ACUTE LIVER INJURY ARISING FROM COMBINATION THERAPY FOR ADVANCED
RENAL-CELL CARCINOMA THAT WAS CAUSED BY IMMUNE-RELATED
ADVERSE EFFECTS AND/OR WAS DRUG-INDUCED
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Abstract

Combination therapy of immune checkpoint inhibitors and VEGF-TKI is a novel and effective
treatment option among patients with advanced/metastatic renal-cell carcinoma, although it occasionally
gives rise to immune-related adverse effects (irAE), including hepatotoxicity. We present two cases of
hepatotoxicity with differing etiologies caused by immune combination therapy.

Case 1: A 46-year-old woman with a history of rheumatoid arthritis (remission status) developed
multiple lung metastases after radical nephrectomy (pathology : clear cell carcinoma, pT1bNOMO).
After consultation with a collagen-disease physician, she received immune combination therapy
comprising axitinib with pembrolizumab. After two-month proceeding administration of axitinib,
she received pembrolizumab treatment. Two weeks later, she developed acute liver injury (Grade
3). Firstly, axitinib was discontinued, while the liver injury worsened over time. After consulting our
hepatologists, liver biopsy was performed which showed marked infiltration of lymphocytes, mainly
CD8-positive cells in the liver parenchyma, and this was diagnosed as irAE caused by pembrolizumab.
Steroid pulse therapy (methylprednisolone 500 mg X 3 days) was immediately initiated followed by
tapering of prednisolone (50 to 30 mg/day). After recurrent liver injury which was successfully treated
with pulse therapy, the patient now maintains partial response for lung metastases and normal liver
function with 7 mg of axitinib and 4 mg of prednisolone, respectively.

Case 2: A 70-year-old man with metastatic renal cell carcinoma (pathology: clear cell carcinoma,
¢T3aNOM1, brain metastasis) was treated with immune combination therapy comprising pembrolizumab
and axitinib. Three weeks after the first administration, increases in both AST and ALT (Grade 1) and
eosinophilia (leucocyte fraction: 8.1 %) ware noted. The patient developed acute liver injury (Grade
4) rapidly after discontinuation of betamethasone which was prescribed after cyber therapy for brain
metastasis. The two drugs were immediately discontinued, and liver biopsy revealed infiltration of
lymphocytes, mainly CD8-positive cells in the liver parenchyma and infiltration of eosinophils in the
portal vein area, We diagnosed this as concurrent liver injury of both irAE and drug-induced, due
to axitinib. The liver injury improved with steroid pulse therapy (methylprednisolone 1 mg /kg X
3 days) followed by prednisolone (0.5 mg/kg/day). After discontinuation of axitinib, eosinophil fraction
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decreased to around 1 %. The patient is now in the state of receiving best supportive care.

In conclusion, we experienced two cases of liver injury with differing etiologies which was confirmed
by liver biopsy. These cases suggest the importance of a consultation with a hepatologist and the
performance of a liver biopsy for the assesment of etiology and a better treatment strategy for liver
injury arising from immune combination therapy. (Nishinihon J. Urol. 86 : 237-244, 2024)
key words : renal-cell carcinoma, immune checkpoint inhibitor, drug-induced liver injury,

rimmune-related adverse effects, liver biopsy




