PRACEL 70 : 117-122, 20244F

GIEHE L TCAZF TR 8) L TV AR 1 6l

iy BZ2, I S, EEEORAR
hA TAE REE B BH Bol
B e, A 1Bl EHN BHG

45
LS AE AT e R A B

Z
=

A CASE OF METASTATIC RENAL CANCER RESPONDING
TO SUNITINIB AS THE EIGHTH LINE THERAPY
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A 62-year-old male presenting with gross hematuria and right renal mass was referred to our Urology
He
underwent right nephrectomy for highly suspected renal cell carcinoma with pulmonary metastases
(cT3aNOM1).

was treated with multiple regimens of chemotherapy, ranging from interferon alpha, multiple tyrosine kinase

Department. Computed tomography revealed a right renal mass, with multiple pulmonary lesions.

The pathological diagnosis was clear cell renal cell carcinoma, pT1b.  Following surgery, he
mnhibitors such as sorafenib, axitinib, pazopanib and cabozantinib, everolimus, and nivolumab, all of which

He was finally
administered Sunitinib as the 8th line “last-ditch” treatment, which resulted in significant tumor shrinkage.

were discontinued after its induction, either due to adverse events or progressive disease.

No disease progression has been observed 25 months after initiating sunitinib administration.
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Abdominal and chest computed tomography
at the initial examination: (A) A tumor at
the lower pole of the right kidney showed

early enhancement (dotted circle). (B)
There were multiple pulmonary metastases
(arrows).
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Fig. 2. The clinical course.
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Fig. 3. Metastatic pulmonary lesions : (A) before initiation of interferon (IFN)-alpha, and after administration of
(B) INF-alpha, (C) sorafenib, (D) axitinib, (E) everolimus, (F) axitinib (second time), (G) pazopanib and
(H) nivolmab (arrows).
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Fig. 4. CT images show the size of mediastina lymph node metastasis, (A) before
administration of pazopanib, after administration of (B) pazopanib, (C)
cabozantinib, and (D) sunitinib (arrows).
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Table. Pharmacodynamic properties of VEGFR-TKIs

Potency (ICs50, nM)

Drug mame  Selectivity = Generation

VEFGR-1 VEFGR-2 VEFGR-3 PDGFR-p  cKit

Other targets

Axitinib Yes 11T 0.1-0.2 0.2-0.3
Pazopanib Yes 1I 7-15 8-30
Cabozantinib No 11 12.2 0.04-14.0
Sunitinib No 1 2-21 10-38
Sorafenib No 1 9 28-90

FGFR-1
0.1-0.3 1.6-1.7 1.6-1.7 231 PDGFRa
2-47 14-215 2.4-74 14-80  PDGFRa

-MET, RET, AXL,

6 575 4.6-752 NA  FLT3, TRKB, TIE
2

. _ B . PDGFRa, RET,

3-30 8-75 1740 437880 prps (SRR

7-20 68  68-1,862 64-380 RET, FLT3, RAF

IC50 : concentration required for 50% inhibition. Variations in the pharmacological potencies among VEGFR-TKIs may be due to the
use of different assays and conditions (eg, inhibition of recombinant receptor tyrosine kinase activity in cell-free kinase assays or VEGF-
induced phosphorylation of intracellular VEGFR in cell-based assays) (adapted from Fogli S et al. 2020).

EOEBIEMB oA L QOL OfFix HIET b »
Th), WIEME (PFS) P ERRBO v FRA
Y hEENTWRY. BB IMDC U A2 ©
BIF S R BT o E 7 &3 PFS OF S ICRIE L
TBY, IEE»H 541X PFS 88 252 L
DR SN TV EY . BRBHEDSLERT 5 BLEIE AR
T, WHMENLENIEONET L SN b Did %
$, BN T~ — 7 — ORSELEL S Wz iEERD
LD T2 DIZE SR DWENLETH 5.

T/ B TKLICEZNZNoOB#»H L L2
BETLUENH S, TKI 1 VEGFR-1, 2 BLUS,
MM TR GE R F 2%k (PDGFR)-a B LT -4, -
RET, ~7u7y—yan=—HfillhosF SF
LZBRO Y 7 I IVnET ET 5 LEN T 5 — 2
EHTH Y, KIEHO in viro TO ¥ F— PHERMEL
Table (2R 358 1) 72 L HE ST w59,

Bz X, VEGFR OHEMRIZERT S L, Ihbid
BRI EFH & IR A EH 2 HEEH SN, in vitro
TORHZES TR T LI TV —T T ENS.
VEGFR OIE#IRAGFAERNIZ 1L, VEGFR 1239 % in
vitro TORY DS IR VWY 972 =7, HEED
AZF =T, BOHERF L FTRHE. HEFECTF
= 7% VEGFR 2/ 2 T, MET, AXL, RET, KTI
BEUFLTS % & mRCC 53 A 8EE0FOy >~
FF—VYEEYETH720, b VEGF-TKI & 1357
BB R T RTEEZOND. TR INAYHEH]
1%, VEGFR 123t 3 2 IR % % 5 o 72 A T,
VEGFR (28§ % in viro TOHERNG A HERE D
ISIINZT LB TR FTNHDL, THFF=
TWEAZF TR N=T e LT, #—7 v b
AR PV LDRESNTEY, VEGFR-1, -2,
BLO ST 2 BAMEDE C EHE ST WS,

—Jiflio> TKI &id#4), A=F =7I21L ATP &
AEALLIHAT & 0 DRERI B3 1), Ao
TKI I iE v g R A SR 32 L8
W SN TVEY . KEFO XS ISMFI TR S

N WA THRERITWEEEAITRE S NS,
mRCC HEFIZHRMETE ~127 AUMIC S T &%
7 TKIUZH % 5 LY, BEEOLET & 4
He K END, HTFEMIED BRI OBFE 2D
T, MEHERTHIUL, Fitor 7 rvziloz
BREN LA AT — PO ZT B X hbI e
HOEMPICHRoTEY, 202 Eidd 2 FHNIPIE
oo 7o BRI H 7 B BT OIEK & T 2RI H 2 o
Twa'Y, F7 Rini 513, HKEWEREZ B
oL NUARY T4 THEROEKRT— 5 75, &
BEOFIH T REZ TR AZH L Cabd L b &0k %
BB EERORVERELTWEY . SEEIC Vallet
5OBREIRIRE T 72EBEDOL MO AT T 14 TR
22T, 4 IR R BB DI6%, 5 R E S
J7-BED13% DS ER AL, NSO
BRI 20 E MR THo 7z EHmEL TW
AW F7: TKI OF%G T AL v o
W anTws, 22, mRCCIZBITAAZF=
TOFHGIZOWTOWE?Y TIE, #E 0 G TR
AT L TN T D, AR 2 & B LT
W EAURIEE N T2, MBOEMEEBEOR R
BholZBEIIBNT, AT =T OFKGIMEE
BECREDRD - 72 BEIZE > THEHITH S & kR T
Wb 2721, WENER & BRSO PES 113D D
D, WIEREERCIIIEFICET A T REAT A EED
GENTOITREENEZ 5L Zoftl, 737 F
ZTEESICET AEY TR, Moz F= T
G L RASOEMEIRENTEY, TFIF=7
P GIHE L TW A IR RIZ S 7. BiRG0
PFS O BRI 2 8 12 2 A%, AREGITIZEZE O PS
HEIFT, BWER b L hhoizz0, FHkS 2R
R PFS IO %ol bEZ B2 5.
INFTOLEZS, EOBRBEDENT D D0
RTEOENWLE T v ST, HBAHE O
TRENA T AL T ECEHEN L mIEEs N7
WY REGIO X IIEBIEHIED mRCC 2R LT



122 WAIR AL

SR OGS TERBERIEF = v 7 KA ¥ NHEHR O
BEEZIZBFEIIN L TERETHAOR TV AW
HHIDZERTH LD, EPHL L TERTRE
ThbHEEZD.

& B}

L HEMERIC BT RIERE L TA=ZF =T
TG LER L2 1 Bl iR L 72, SEYiEREn G T
HIEDENT 5 2 L HdD ) BIRIGROMBLA HET
bHEERD.

ol 3

AN 72 ) FE 2 S0k 2 TiRb 72720 72
REA AR R S e A i B A W SR FS s PR 2 27 ol T e K
CHIRICEH LT

X ik

1) Motzer R], Bacik J, Murphy BA, et al. : Interferon-alfa
as a comparative treatment for clinical trials of new
therapies against advanced renal cell carcinoma. J
Clin Oncol 20 : 289-296, 2002

2) Heng DY, Xie W, Regan MM, et al.: Prognostic
factors for overall survival in patients with metastatic
renal cell carcinoma treated with vascular endothelial
growth factor-targeted agents: results from a large,
multicenter study. J Clin Oncol 27: 5794-5799,
2009

3) Ljungberg B, Albiges L, Abu-Ghanem Y, et al.:
European Association of Urology Guidelines on Renal
Cell Carcinoma: The 2022 Update. Eur Urol 82:
399-410, 2022

4) Tannir NM, Figlin RA, Gore ME, et al. : Long-Term
response to sunitinib treatment in metastatic renal cell
carcinoma: a pooled analysis of clinical trials. Clin
Genitourin Cancer 20.51558-7673(17)30171-4, 2017

5) BHFEE TR MR NS 2 0 TRE O

6)

7)

8)

9)

10)

1)

12)

13)

70% 575  20244F

BB L CEREGIZDOWT, R 66 : 33-40,
2012
Fogli S, Porta C, Del Re M, et al.: Optimizing
treatment of renal cell carcinoma with VEGFR-TKIs :
a comparison of clinical pharmacology and drug-drug
interactions of anti-angiogenic drugs. Cancer Treat
Rev 84: 101966, 2020
Bukowski RM: Third generation tyrosine kinase
inhibitors and their development in advanced renal cell
carcinoma. Front Oncol 2: 13, 2012
McTigue M, Murray BW, Chen JH, et al. : Molecular
conformations, interactions, and properties associated
with drug efficiency and clinical performance among
VEGFR TK inhibitors. Proc Natl Acad Sci U S A
109: 18281-18289, 2012
Khattak M and Larkin J: Sequential therapy with
targeted agents in metastatic renal cell carcinoma:
beyond second-line and overcoming drug resistance.
World J Urol 32: 19-29, 2014
Rini BI, Wilding G, Hudes G, et al. : Phase II study of
axitinib in sorafenib-refractory metastatic renal cell
carcinoma. J Clin Oncol 27 : 4462-4468, 2009
Vallet S, Pahernik S, Hofer T, et al. : Renal cancer
center at the national center for tumor diseases (NC'T)
Heidelberg, Germany. efficacy of targeted treatment
beyond third-line therapy in metastatic kidney cancer :
retrospective analysis from a large-volume cancer
center. Clin Genitourin Cancer 13 : ¢145-152, 2015
Oudard S, Geoffrois L, Guillot A, et al.: Clinical
activity of sunitinib rechallenge in metastatic renal cell
carcinoma-results of the rechallenge with sunitinib in
metastatic RCC (RESUME) study. Eur J Cancer
62: 28-35, 2016
Suzuki K, Hara T, Terakawa T, et al.: Efficacy of
axitinib rechallenge in metastatic renal cell carcinoma.
Int J Urol 28 : 702-703, 2021

Received on September 6, 2023

Accepted on January 15, 2024



