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The objective of this study was to determine whether alternative sunitinib schedules (AS) could prolong
survival of patients with advanced renal cell carcinoma (RCC) compared to the traditional 4-weeks-on/2-
weeks-off schedule (T'S). Between August 2008 and December 2014, 58 patients with advanced RCC were
treated with sunitinib. We retrospectively reviewed the records of the patients who received first-line
sunitinib. The progression-free survival, overall survival, relative dose intensity and toxicity in the AS and
TS groups were compared. A total of 38 patients were included in the analysis. AS was used for 22
patients who started to receive sunitinib beginning in December 2012.  For these patients, sunitinib was
administered with a 2-weeks-on/1-week-off, 2-weeks-on/2-weeks-off or 2-weeks-on/3-weeks-off schedule
according to the adverse events and clinical characteristics of each patient. The median progression-free
survival was 5 months (95% CI: 3-7) for TS compared to 12 months (95% CI: 7-17) for AS (p =0.0020).
The median overall survival was 17 months (95% CI: 10-20) for TS compared to 57 months (95% CI:
25-57) for AS (p=0.0006). There was no significant difference between the T'S and AS groups (64% versus
71%). The incidence of Grade =3 thrombocytopenia in the AS group was smaller than that in the TS
group (44% versus 27%). Treatment with sunitinib using AS may provide a better outcome than that with
TS. Prospective, randomized trials should be conducted to confirm this speculation.
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Table 1. Characteristics of traditional schedule and
alternative schedule groups
Traditional Alternative p value

Number of patients 16 22

%}iﬁl‘g;n age In years g4 49 77) 65 (34-79) 0.722

&%ﬁfﬁ) follow-up time 15 1 _60) 91 (4-57)  0.164

Sex 0.189
Male 11 (69%) 19 (86%)

Female 5 (31%) 3 (14%)

Prior nephrectomy 9 (56%) 14 (64%)  0.646

Histologic type 0.753
Clear cell 14 (88%) 18 (82%)

Fa iﬂ%{‘ypc 16%)  0(0%)
Xpl1.2 translocations 0 (0%) 1 (5%)
Unknown 1 (6%) 3(14%)
Sarcomatoid histology 1(6%) 0(0%)

MSKCC risk 0.083
Favorable 2 (13%) 4 (18%)
Intermediate 9 (56%) 17 (77%)

Poor 5 (31%) 1(5%)

CRP >0.30 mg/dl 11(69%) 10 (45%)  0.153

Metastatic sites
Lung 11 (69%) 16 (73%)  0.790
Bone 6(38%) 10 (45%)  0.624
Brain 1(6%) 0(0%) 0.235
Liver 3 (19%) 0(0%) 0.034
Pancreas 0 (0%) 4(18%)  0.071
Lymph node 5(31%) 7(32%) 0970
Others 4 (25%) 3 (13%)

Table 2. Characteristics of treatments according to treatment schedule

Traditional (n = 16) Alternative (n=22) p-value

Schedule

4-weeks-on/2-weeks-off 16 (100)

2-weeks-on/ 1-week-off 15 (68%)

2-weeks-on/2-weeks-off 6 (27%)

2-weceks-on/ 3-weeks-off 1(5%)
Median RDI% (range) 64 (36-100) 71 (38-100) 0.870
Median total dose (range) mg 2,363 (500-10,550) 5,556 (700-19,825) 0.012
Starting dose of sunitinib 0.356

37.5 mg 5 (32%) 4 (18%)

50 mg 11 (68%) 18 (82%)
Reason for cessation 0.043

Progression of disease 9 (56%) 9 (41%)

Adverse events 7 (44%) 6 (27%)

Ongoing 0 (0%) 7(32%)

Values are N (%) except where mentioned otherwise.

RDI: relative dose intensity.
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Fig. 2. Kaplan-Meier curves for progression-free

survival rates according to treatment sche-
dule.

1.0 1.0
| ll AS (n=22 LI
— (n=22) 0.8 AS (n=22)
] g _
> 0.6 < 064 Median OS
s 3 TS: 17 months (95% Cl: 10-20)
g TS (n=16) s AS: 57 months (95% ClI: 25-57)
@ 04 g 04+ P=0.0006
4 o
0.2 Median time to sunitinib cessation 0.24 TS (n=16)
TS: 4 months, AS: 23 months
P=0.022
0.0 ; : : 0.0 — 71—
0 12 24 36 0 12 24 36 48 60
Time to sunitinib cessation (months) Time to death (months)
Number at risk Number at risk
TS 16 1 0 0 TS 186 10 4 3 3
AS 22 ) 2 1 AS 22 17 10 5 2
Fig. 1. Kaplan-Meier curves for time to sunitinib Fig. 3. Kaplan-Meier curves for overall survival
cessation according to treatment schedule. rates according to treatment schedule.
Table 3. Adverse events according to treatment schedule
Traditional Alternative P-value
Adverse events
All grades  Grade 3/4  All grades ~ Grade 3/4  All grades  Grade 3/4
Fatigue 8 (50%) 0(0%) 9 (41%) 2 (9%) 0.58 0.22
Palmar-plantar erythrodysesthesia syndrome 9 (56%) 0 (0%) 13 (59%) 2 (9%) 0.86 0.22
Mucositis, oral 6 (38%) 0 (0%) 11 (50%) 0 (0%) 0.44 —
Diarthea 2 (13%) 0 (0%) 6 (27%) 1 (5%) 0.27 0.75
Anorexia 9 (56%) 1 (6%) 7(32%) 3 (14%) 0.13 0.46
Dysgeusia 2 (13%) 0 (0%) 5 (23%) 0(0%) 0.42 —
Hypothyroidism 9 (56%) 0(0%) 18 (82%) 0(0%) 0.09 —
Hypertension 15 (94%) 10 (63%) 19 (86%) 12 (55%) 0.46 0.62
Fever 6 (38%) 0(0%) 8 (36%) 0(0%) 0.94 —
Hematological toxicities
Anemia 14 (88%) 0(0%) 20 (91%) 2 (9%) 0.74 0.22
Neutrophil count decreased 13 (81%) 3 (19%) 20 (91%) 5 (23%) 0.38 0.77
Platelet count decreased 14 (88%) 7 (44%) 22 (100%) 6 (27%) 0.09 0.31
All events 16 (100%) 12 (75%) 22 (100%) 16 (73%) — 0.88
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Table 4. Improvement of adverse events after
changing schedule from TS to AS

Case AE Grade 3/4 Improvement
1 Platelet count decreased Yes
2 Platelet count decreased Yes
3 Diarrhea No
4 g?(l)nnllaer-plantar erythrodysesthesia syn- Yes
5 Platelet count decreased Yes

Neutrophil count decreased Yes
6 Platelet count decreased Yes
7 g?éréllir—plantar erythrodysesthesia syn- Yes
Neutrophil count decreased Yes
8  Platelet count decreased Yes
9 Neutrophil count decreased No
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