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Table 1 Treatment options for second-line treatment in metastatic renal cell carcinoma (NCCN

guidelines 2020)

Preferred regimens

Other recommended regimens

Useful under certain circumstances

Axitinib
Cabozantinib Lenvatinib + Everolimus Bevacizumab or similar
aboza Axitinib + Pembrolizumab Sorafenib
Nivolumab . .
. . Everolimus High dose IL-2
Ipilimumab + Nivolumab . .
Pazopanib Temsirolimus
Sunitinib

Table 2 Treatment options for second-line treatment in metastatic renal cell carcinoma (Japanese clinical

practice guidelines for renal cancer 2020 update)

Bak | HESEGIREE
Pembrolizumab + Axitinib #f
Avelumab + Axitinib ffH
I T e () 2 2)
Sunitinib, Pazopanib
(Sorafenib, IFN- a , 1§/ = IL-2)
Ipilimumab + Nivolumab fif-}
Pembrolizumab + Axitinib #f
— R E e (R 2 27) Avelumab + Axitinib fifH
— K=
Cabozantinib, Sunitinib, Pazopanib
(Sorafenib, IFN-a , fJf & IL-2)
Ipilimumab + Nivolumab fifH
. , » Pembrolizumab + Axitinib BtH
BRI AR E e () A7) —
Avelumab + Axitinib fifH
Cabozantinib (Everolimus, Sorafenib)
1% HH A e 250 5 Sunitinib, Temsirolimus
. e Nivolumab, Cabozantinib, Axitinib
Fuyrxh—-YHEEER - -
(Everolimus, Sorafenib)
ZIRIG " Axitinib, Sorafenib
T4 NI A IRER . .
(Sunitinib, Pazopanib)
mTOR [HESZ i PR R B
FuT v ¥ —EHESRE2 IR Nivolumab, Cabozantinib (Everolimus)
=GR Fu Yy ¥ —EHEE/mMTOR HESERE | Sorafenib, Axitinib (Sunitinib, Pazopanib)
Z D R ERS
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D5 TH CTLA-4 U DRI T2 2 L bR L
TWwb, 3512, JLCTLAA Pk Z G L7z~ A2
BUWTIZEE @ Bacteroides B DOMEFE A A L TH
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MLTBY, ZOERMEME~ Y AT L TH
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Table 3 Gut microbiota that promote the antitumor effect of immune checkpoint inhibitors
Ea [ i E T H ERES RN Y7
ST Bacteroides thetaiotaomicron MCA205 . ~ JESEHTIE )~ SEIC BT 5
Vetizou Bacteroides fragilis K TESET IV #.CTLA-4 mAb Thl Ao
Sivan'® Bifidobacterium longum B16. SIY 5t PD-L1 mAb L 3317 5 IFN- y EEA ML O XE 0
rvan Bifidobacterium breve Fe T IEHE 7 o TEHHR~ OREB7 4R CDST Mo 47k
9 o MCA205 o . . .
Routy Akkermansia muciniphila W F S E L $1 PD-1 mAb JESE B~ CDAT il o
16) KIE S B16. SIY . JEIE E A~ O JE 55 RS CD8T Mg Sk
Matson (5. PD-1 mAb ~0 Responder f8) | 1 Pl |7 PP mAD F e on 11 A JHE 54 0)
. 17 | KA BRAFYYEPTEN"" |,. ey S -
Gopalakrishnan (4 PD-1 mAb ~ Responder ) | 1% FHER 7)1 $1PD-L1 mAb B~ JEBE R R CD8T Al D 4 7%

CTLA-4: cytotoxic T lymphocyte—associated antigen 4, mAb : monoclonal antibody, PD-1: programmed cell death-1
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TREATMENT OPTIONS FOR SECOND-LINE THERAPY IN
METASTATIC RENAL CELL CARCINOMA DURING THE I-O COMBO ERA

KOSUKE UEDA, SHIGETAKA SUEKANE, HIROFUMI KUROSE, NAOYUKI OGASAWARA,
KEIICHIRO UEMURA, MAKOTO NAKIRI, KIYOAKI NISHIHARA anp TSUKASA IGAWA

Department of Urology, Kurume University School of Medicine, Fukuoka, Japan

Abstract :

With the advent of immuno-oncology drugs (I-O drugs), the treatment of metastatic renal cell carcinoma
(RCC) has reached a major turning point. Molecular targeted agents have been recommended as first-line
therapy until now. Currently, combination therapy comprising Ipilimumab plus Nivolumab has been
recommended for RCC patients of intermediate or poor risk according to the IMDC risk classification since
the Checkmate214 trial. Furthermore, the combination therapy of comprising Avelumab or Pembrolizu-
mab, and plus Axitinib has shown therapeutic efficacy compared with Sunitinib, and these regimens are also
available in Japan. However, there is no clear evidence for treatment selection following first-line therapy
during the I-O combo era. The 2020 update of the Japanese clinical practice guidelines for renal cancer also
does not mention recommended agents following an I-O drug. Previous reports have shown that
VEGFR-TKI agents are superior to the mammalian target of rapamycin inhibitors in progression—free
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survival as treatment following an I-O drug. This report discusses the role and position of molecular
targeted agents such as TKI for second-line therapy during the I-O combo era.
(Nishinihon J. Urol. 84 : 33-38,2021)

key words: Metastatic renal cell carcinoma, Immune checkpoint inhibitor, Molecular target therapy, I-O
combo




