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TREATMENT OUTCOME OF AXITINIB FOR METASTATIC
RENAL-CELL CARCINOMA PATIENTS
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Axitinib was approved for use in Japan as a salvage therapy for patients with metastatic renal cell
carcinoma (RCC) in 2012. We retrospectively evaluated the cases of 32 RCC patients that were treated
with Axitinib as a 2nd- or further-line therapy between November 2012 and March 2017.  Overall survival
(OS), progression-free survival (PFS), and adverse events were assessed. The median OS and PFS from the
initiation of Axitinib were 29 and 11 months, respectively. Nineteen patients received Axitinib as a 2nd-line
treatment, in whom the median OS and median PF'S were 22 and 10 months, respectively, while the median
OS and PFS were 29 and 15.5 months, respectively, among the 13 patients who received Axitinib as a 3rd- or
further-line treatment, which suggested that Axitinib is effective in the 3rd-line and further-line settings. A
Cox multivariate model revealed that bone metastasis was a significant adverse factor for OS.  Common
grade 3 or higher adverse events included hypertension (28%), diarrhea (7%), and proteinuria (7%).
Although the present study demonstrated the efficacy and safety of salvage Axitinib treatment in patients who
had recurrent disease after the initial systemic therapy, further large-scale studies should be warranted to
make clear its clinical effectiveness in these patients.
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Table 1. Patient Background Factors (N =32)

Age, median (range) 61 (35-81)
Gender, n (%)

Male 24 75%

Female 8 25%
ECOG-PS, n (%)

0 20 63%

=1 12 37%
Site of metastasis, n (%)

Lung 27 84%

Lymph node 18 56%

Bone 10 31%

Liver 8 25%

Brain 7 22%
MSKCC2004, n (%)

Favorable 5 16%

Intermediate 16 50%

Poor 11 34%
Nephrectomy or partial, n (%)

Yes 31 97%
Histology, n (%)

Clear cell 24 75%

Papillary 2 6%

Chromophobe 1 3%

Unclassified 2 6%

Unknown 3 9%

Treatment before Axitinib, n (%)

Sunitinib 19 59%
Cytokines 17 33%
Sorafenib 11 34%
Everolimus 5 16%
Temsirolimus 2 6%
Number of treatment before Axitinib, n (%)
1 line 19 59%
2 lines 6 19%
=3 lines 7 22%

ECOG-PS : Eastern Cooperative Oncology Group Performance
status, MSKCC : Memorial Sloan Kettering Cancer Center,
partial : partial nephrectomy.
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0.04) OFEBIT OS BEFEIZIEL, PFS ICHEEL R
OLHEHIE o7,

Axitinib % 2nd-line T L 725EH & 3rd-line LLFE
THEALZEG O OS & PFS O # A 1T- 72, 2nd-
line T Axitinib % fEH L 72 FEF L1960, 3rd-line PLRE
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Fig. 1. Kaplan-Mecier curve of overall-survival after Axitinib in

whole patients.
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Fig. 2. Kaplan-Meier curve of progression-free-survival after Axiti-

nib in whole patients.

Table 2. Univariate and Multivariate Analyses of
Associations Between Various Parameters
with Progression-Iree Survival (PFS) and
Overall Survival (OS) in 32 Patients

Table 3. Multivariate Analyses of Associations
Between Various Parameters with Over-
all Survival (OS) and Progression-Free
Survivals (PTS) in 32 Patients

OS  PFS
Valiable
p value

Age (years) (62> vs 62=) 0.55  0.77
Gender (F vs M) 0.51  0.03
MSKCC2004 (poor vs others) 0.07  0.77
Lung metastasis (yes vs no) 0.36  0.17
Lvmph node metastasis (yes vs no) 0.052  0.19
Liver metastasis (yes vs no) 0.39  0.02
Bone metastasis (yes vs no) 0.02 042
Brain metastasis (yes vs no) 0.03 0.75

Treatment before Axitinib (=2 lines vs 1 line) ~ 0.89  0.99

15.5% H, HR 1.005, p=0.991) ICHEEITRO %
Moz (Fig. 3, 4).

Axitinib R IZFB®D 72 H EH G2 T Table 4
R L7z SIED RS % <1861 (56%) 127880, i

OS

Valiable
HR (95%CI)

value

3.36 (1.07-9.92) 0.04
3.09 (0.92-9.28) 0.07

Bone metastasis (yes vs no)

Brain metastasis (yes vs no)

PFS

Valiable
HR (95%CI)

value

Gender (F vs M)

Liver metastasis (yes vs no)

2.31(0.88-5.80)  0.09
9.57(0.97-6.63)  0.06

VORI (44%), B|IRIGI (41%), FARERAE
REAR T 12610 (38%), TRAEMEEILIG] (34%) 12780
72, G3 DL Lo EFRSILESIMIE 9B (28%), THi
780 (22%), BWERT7H (22%) (SRR W, A
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Fig. 3. Kaplan-Meier curves of overall-survival after Axitinib
according to line of Axitinib.
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Fig. 4. Kaplan-Meier curves of progression-free-survival after Axitinib
according to line of Axitinib.

Table 4. Major Adverse Events Related to Axitinib

(N=32)
All Grades, n (%) hi(;lfr‘ff )
Hypertension 18 (56%) 9 (28%)
Diarrhea 14 (44%) 7(22%)
Proteinuria 13 (41%) 7(22%)
Hypothyroidism 12 (38%) 1 (3%)
Hand-foot syndrome 11 (34%) 2 (6%)
Dysphonia 8 (25%) 0 (0%)
Stomatitis 4 (13%) 2 (6%)
Anorexia 4 (13%) 3(9%)
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