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Abstract In practice it is still not clear whether a drug holiday
in sunitinib (Su) treatment can be safety, without impairing the
overall outcome of patients with metastatic renal cell carcino-
ma (mRCC). The aim was to retrospectively evaluate the out-
come in patients who restarted Su after an interruption of
>3 months and a combined analysis of case studies from lit-
erature. From 556 patients treated between January 2006 and
March 2016 a group of 38 patients were selected whose treat-
ment was interrupted for other reasons than disease progres-
sion. During interruption Su was restarted in case of RECIST-
defined progression. The primary objective was the objective
response (OR) and progression free survival (PFS) of baseline
and restarted therapy. The secondary objective was the overall
survival (OS) calculated from the start of baseline treatment.
Multivariate survival analysis was also applied. The major
causes of interruption were toxicity (39%) and patient’ choice
(24%). Median duration of interruption was 7 (range 3—41)
months. The OR of baseline and restarted treatment was 63%
and 39%, respectively. After a median follow-up of 76 (95%
CI 65-79) months the median PFS of baseline and restarted
treatment was 21 (18-27) and 14 (10—18) months, respective-
ly. The median OS was 61 (56-80) months. In multivariate
analysis the lack of OR of restated treatment was an indepen-
dent predictor of shorter PFS of restarted Su. According to our
findings and also on combined case studies from literature
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restarted Su can be effective in selected cases of patients
who progressed during treatment holiday.
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Introduction

Vascular endothelial growth factor receptor tyrosine kinase
inhibitors (TKIs) are still the standard frontline therapy for
patients with metastatic renal cell carcioma in the good and
intermediate Memorial Sloan Kettering Cancer Center
(MSKCC) prognostic groups [1].

Sunitinib (Su) was approved in 2006 as a treatment for
mRCC in second-line and in 2007 for the first-line treatment
and has become a reference standard of care by the interna-
tional treatment guidelines. In mRCC Su therapy leads to
progression-free survival (PFS) of 11.5 months and an overall
survival (OS) of 26 months, which may extend up to 4 years
with adequate sequential treatment [2].

The current practice is the continuous treatment until dis-
ease progression (PD) or unacceptable toxicity. In clinical
practice a significant proportion of subjects temporarily dis-
continue cancer therapy because of complete response (CR),
stable disease (SD), recurrent adverse events (AEs), concom-
itant comorbidities or patients’ desire to have a break.

It is still not clear whether continuous therapy with TKIs or
treatment with drug holiday can be safety, without impairing
the overall outcome. Some studies reported that the majority
of patients who had interrupted the therapy had favorable
responses after treatment resumption with the same TKI [3, 4].

The aim of the present retrospective study was to analyze
the efficacy and outcome of patients who restarted Su
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treatment after treatment interruption for at least 3 months
treated for mRCC in a single institution cohort.

Patients and Methods

The medical records (electronic database of institute) of 556
patients with mRCC treated with Su as a first- or second-line
therapy between January 2006 and March 2016 were retro-
spectively reviewed. Patients who achieved SD or better re-
sponse with Su therapy and later discontinued the treatment
for any reason with exception of PD were included. For the
final analysis only those patients were selected, who restarted
Su treatment because of tumor progression during the treat-
ment holiday (>3 months).

From patients’ medical records demographic data, tumor
characteristics, the history of treatments prior to restarted Su,
date of progression and patients’ status at the end of follow-up
were extracted.

Patients were stratified according to the MSKCC risk
criteria. Tumor response was classified according to the re-
sponse evaluation criteria in solid tumors (RECIST) 1.1
guide-lines. Tumor response was assessed every two cycles
of treatment, based on imaging with computed tomography
(CT). AEs were assessed according to the National Cancer
Institute — Common Toxicity Criteria (v.3.0).

Su was administrated orally at a dose of 50 mg daily,
consisting of 4 week on treatment followed by a 2 week rest
period in cycles of 6 weeks. The daily dose was reduced to
37.5 or 25 mg in case of severe AEs.

This investigation was approved by the Medical Research
Council of Hungary and the Ethical Committee of the
institute.

Statistics

The primary objective was the clinical response and
progression-free survival (PFS) of baseline and restarted Su
treatment. The secondary objective was the overall survival
(OS). The AEs of sunitinib treatment were registered as shown
in our previously published report [5]. PFS was calculated
from the start of sunitinib administration until disease progres-
sion, death from any cause or end of follow-up. OS was con-
sidered from the start of baseline sunitinib until death from
any cause or end of follow-up. Multinomial logistic regression
was used to find predictors of response. Multivariate Cox
regression analysis was performed to find independent vari-
ables, which may significantly influence survivals.
Correlation analysis between variables used in the multivari-
ate analysis was performed to avoid multicollinearity. NCSS
statistical software was used for all statistical analyses.
P > 0.05 was considered statistically significant.
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Results

Among 556 mRCC patients treated with Su as first or second
line therapy 38 subjects were eligible for this analysis. The
patient characteristics were typical of an mRCC population,
with a male predominance (n = 29) and a median age of
63.5 years (range 38-92) at the beginning of baseline Su treat-
ment. All patients had undergone prior nephrectomy. The his-
tologic diagnosis of tumors were pure clear (n = 33) or mixed
(dominantly clear cell) RCC (n = 5). Twenty one patients
showed favorable risk on the basis of MSKCC criteria and
17 had intermediate risk. Almost all patients (n = 32) present-
ed asynchronous metastases. The most common site of metas-
tasis was lung (n = 30), followed by the mediastinal lymph
nodes (n = 9).

Twenty-one patients had not received systemic therapy be-
fore baseline sunitinib treatment, while 15 patients had a his-
tory of prior cytokine (interferon + IL-2) treatment, for one
patient was administered cytokine and chemotherapy, and one
patient was treated with sorafenib in first line. The clinicopath-
ologic characteristics of patients are summarized in Table 1.
The most common cause of Su discontinuation was toxicity
(n = 15) and patient’s choice (n = 14). Treatment characteris-
tics of baseline and restarted Su are shown in Table 2. The best
response of baseline Su treatment is presented in Table 3. The
median PFS of baseline Su was 21 (95% CI 18-27) months.

The median duration of Su cessation was 7 months (range
3—41 months). During treatment break metastasectomy was
performed in 5 patients and one of them also received radio-
therapy, which was applied in other 2 patients as well
(Table 3). New metastatic site(s) occurred in 11 patients (data
not shown). In all cases, at the time of disease progression the
Su was restarted. The median duration of restarted treatment
was 11.5 (range 1-48) months. At the end of follow-up (31
March 2016) 5 subjects were on active Su treatment. The best
response of restarted Su therapy was CR in one patient (3%)
and PR in 14 (37%) patients, while 19 patients (50%) had SD
and in 4 (11%) patients the disease progressed (Table 3).
During the follow-up 31 patients had disease progression
and nearly three-quarter of them (23 patients) died. In 12
cases new locations of metastases occurred during restarted
treatment. The causes of discontinuation of restarted treat-
ment are presented in Table 2. After a median follow-up of
76 months the median PFS of restarted treatment was 14
(95% CI 10-18) months and the median OS calculated from
the start of baseline Su treatment was 61 (56-80) months
(Figs. 1 and 2). The most frequent side-effects are shown is
Table 4. There was no statistically significant difference be-
tween AEs of baseline and restarted treatment. An accumu-
lation of adverse events was present in the majority of pa-
tients (n = 29), who had 4 or more different side effects, but
only 2 of them had 2 different side effects of grade 3/4 (data
not shown).



Outcome of Restarted Sunitinib Treatment in Patients with Metastatic Renal Cell Carcinoma: a Retrospective... 243

Table 1 Patients’ characteristics at start of baseline and restarted
sunitinib treatment

Parameters Baseline N (%) Restarted N (%)
Mean age (range) years 63.5 (38-91) 66 (42-93)
Number of metastasized organs
One 18 (47) 12 (32)
Multiple 20 (53) 26 (68)
Site of metastasis
Lung 30 (79) 33 (87)
Mediastinal lymph node 9 (24) 10 (26)
Adrenal gland 7(18) 7 (18)
Retroperitoneal lymph node 5(13) 7 (18)
Liver 4 (11) 4 (11)
Bone 4 (11) 6 (16)
Local recurrence 4 (11) 5(13)
Brain 2(5) 2(5)
Contralateral kidney 0 2(5)
Peritoneum 0 2(5)
Pre-sunitinib treatment
Nephrectomy 38 (100)
Metastasectomy 0 5(11)
Radiotherapy 4(11) 3(8)
Only immunotherapy 15 (39) 0
Immunotherapy + chemotherapy 1 (3) 0
Sorafenib 1(3) 0

In order to determine the influence of different parameters
on survivals univariate and multivariate analysis were per-
formed. For baseline PFS gender, age, prognostic score, his-
tology, metastasis synchronicity, multiple organ metastases,
pulmonary metastasis, previous immunotherapy, Su dose re-
duction, best response were analyzed by Kaplan Meier meth-
od and log rank test. The older age (>63 years), synchronous
metastasis, lack of previous immunotherapy and PR resulted
in statistically significantly shorter PFS of baseline treatment
(Table 5). In multivariate analysis only those parameters were
included, which proved to have significant effect on survival
in univariate analysis. Based on multivariate Cox regression

Table 3  Clinical outcomes of baseline and restarted sunitinib

Parameters Baseline N (%) Restarted N (%)

Best response

Complete response (CR) 9 (24) 1(3)
Partial response (PR) 15 (39) 14 (37)
Stable disease (SD) 14 37) 19 (50)
Progressive disease (PD) 0 4(11)
Objective response (CR + PR) 24 (63) 1539
Clinical benefit (CR + PR + SD) 38 (100) 24 (63)
Survival (95% CI) months
Progression-free 21 (18-27) 14 (10-18)
Overall 61 (56-80)
Pattern of progression
Preexisting lesions 23 (61) 26 (68)
New lesions 15 (39)* 7 (18)
No progression 0 5(13)
Systemic therapy after sunitinib 38 (100) 16 (42)°
Metastasectomy 5(11)?* 2 (5)
Radiotherapy 3 (8)* 8 (21)

Abbreviations: CI confidence interval, CR complete response, PD pro-
gressive disease, PR- partial response, SD stable disease

# during sunitinib discontinuation

brechallenged sunitinib (7), everolimus (6), axitinib (3), nivolumab (3),
cabozantinib (2) and pazopanib (1)

analysis older age, synchronous metastases and PR vs. SD (or
CR) were independent factors of shorter baseline PFS. For
restarted PFS gender, age, tumor histology, metastasis syn-
chronicity, multiple metastases, pulmonary metastasis, previ-
ous immunotherapy, new metastasized organs, therapy during
Su break, duration of break, baseline PFS duration, toxicity at
cessation, restarted sunitinib dose reduction and the best re-
sponse during restarted Su were analyzed by Kaplan Meier
method and log rank test. Only the objective response rate of
restarted treatment influenced the PFS of restarted Su
(Table 5). None of the parameters had statistically significant
effect on response in multinomial logistic regression.

Table 2 Treatment
characteristics of baseline and

restarted sunitib

Parameters Baseline N (%) Restarted N (%)
Median treatment duration (95% CI) months 15.5 (11-19) 11.5 (8-15)
Dose reduction 14 (37) 9 (24)
Cause of sunitinib discontinuation
Toxicity 15 (39) 7 (16)
Patient’s choice® 14 (37) 2(5)
Other cause (other disease, surgery) 9 (24) 2(5)
Progressive disease 0 21 (47)

Abbreviation: CI confidence interval

“ patients with stable disease or clinically disease free
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Fig. 1 Progression free survival (PFS) of restarted sunitinib treatment of
mRCC patients from our study (—) and combined case studies from
literature (—). The treatment break was >3 months

Similarly, no variable influenced significantly the OS in mul-
tivariate Cox regression (data not shown).

Discussion

In this retrospective study 38 patients, who achieved SD or a
better response under Su therapy and later discontinued treat-
ment for any reason with the exception of disease progression
were analyzed. After a median of 15.5 months receiving Su
therapy, patients were observed on average 11.2 months until
RECIST-defined PD. The reasons for drug holiday were di-
verse, 39% of patients interrupted the treatment because of
adverse events, however, these toxicities were of low grade
but the sustained presence worsened the quality of life. Some
recent studies showed that intermittent breaks of Su (or other
TKIs) treatment could decrease toxicity without compromis-
ing the efficacy, and most tumors responded after the
reinitiation of the same therapy. The strategy of treatment
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Fig. 2 Overall survival (OS) of sunitinib-treated mRCC patients from
our study (—) and combined case studies from literature (—). After
a > 3 months treatment break the sunitinib was restarted
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Table 4 Summation of treatment related side-effects

Side effects Baseline N (%) Restarted N (%)

All grades Grade 3/4 All grades Grade 3/4

Diarrhea 24 (63) 23 (61)
Hypothyreosis 22 (58) 26 (68)
Hypertension 21 (55) 18 (47)

Anaemia 21 (55) 2(5) 29 (76) 5(13)
Mucositis 16 (42) 17 (45)
Thrombocytopenia 15 (39) 5(13) 15 (39) 4 (11)
Leukopenia 15 (39) 14 (37)

Hand-foot syndrome 12 (32) 14 (37)

Skin rash 11(29) 10 (26)
Cardiovascular toxicity 9 (24) 8 (21)

Renal disorder 9 (24) 1) 15 (39) 4(11)
Hepatic malfunction 3(8) 3(7) 5(13) 2(5)
Metabolic toxicity 2(5 1(2) 5(13) 2(5)
Other 13) 25

break (interruption and resumption) could be an option for
selected mRCC patients [6], which is demonstrated in our
study.

Table 5  Univariate and multivariate survival analysis of baseline and
restarted sunitinib treatment

Parameters mPFS (95% CI) p* HR (95% CI) pb
Baseline
Age 0.042
<63 years 25 (19-37) 1 (reference)
>63 years 19 (13-25) 2.39 (1.11-5.13) 0.026
Synchronicity 0.0004
Asynchronous 25 (19-32) 1 (reference)
Synchronous 16 (9-18) 542 (1.71-17.2) 0.004
Immunotherapy 0.043
No 19 (17-23) 1 (reference)
Yes 37 (19-45) 0.61 (0.29-1.28) n.s.
Response 0.027
CR 27 (23-39) 0.77 (0.28-2.14) ns.
PR 17 (13-21) 241 (1.09-5.37) 0.031
SD 20 (18-42) 1 (reference)
Restarted
Response 0.043
CR + PR 18 (12-49) 0.47 (0.22-1.00) 0.051
SD + PD 11 (8-15) 1 (reference)

Abbreviations: CI confidence interval, CR complete response, R hazard
ratio, n.s. statistically non-significant, PD progressive disease, PR partial
response, SD stable disease

*Log rank test

> Wald test
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In the literature there are some case reports and few
reports with low number of patients investigating the ef-
ficacy of restarted Su in mRCC (Table 6). In investiga-
tions in which the treatment was interrupted because of
surgical intervention on primary tumor (nephrectomy)
were not considered. Johannsen et al. [7] studied the ef-
fect of TKI discontinuation in a cohort of 12 patients out
of whom 5 were treated with Su. The readministration
was effective in all cases and the outcome of each patient
was detailed. In another publication Johannsen et al. [4]
evaluated a larger cohort (n = 36) including all patients
from the previous publication. At all 12 patients with
mRCC were retreated with Su. The OR and clinical ben-
efit rate (CBR) of restarted Su was 62% and 100%, re-
spectively. Unfortunately, the PFS of restarted Su and the
OS of patients were not reported, thus they were approx-
imated assuming that the evaluation of best response of
restarted treatment was performed 3 or more months after
the resumption. Albiges et al. studied the effect of Su
cessation exclusively on patients who reached CR with
TKI alone (median break 5.6 months) or with Su and
local treatment (median break 8.9 months) [3]. In total
24 patients progressed and 14 of them restarted Su (or
max 2 of them sorafenib) resulting in 57% OR (71%
CBR) and a mOS longer than two years. Koo et al. [1]
analyzed 16 patients of whom treatment was interrupted
(for a median of 11.8 months) and after progression they
were subsequently treated (11 with TKIs (6 with Su)). The
majority of patients achieved SD and the mPFS was
28 months. Miura et al. [8] followed 9 patients on Su
treatment, which was ceased. In 4 patients after a break
of median 6 months the treatment was recommenced with
Su. The OR, CBR and mPFS was 50%, 100%, and
28 months, respectively, while mOS was not reached.

The other publications in which a Su holiday was ap-
plied were case reports. The duration of interruption of
the available 32 cases varied in a broad range (from
10 days to 25 months, median 4.2 months). The efficacy
of restarted Su treatment was calculated for all cases and
for a subcohort of 22 patients who had a break of
>3 months, which is the same as in our study. The differ-
ence between the response pattern in our study and that of
22 cases not reached the level of statistical significance
(exact test p = 0.2). The mPFS of restarted treatment for
the 22 cases seems to be longer than in our study (28 vs.
14 months), however the result of the log rank test was
non-significant (p = 0.22) (Fig. 1). For mOS the same
non-significant difference (p = 0.067) was observed
(Fig. 2). The trend for longer survivals might be attributed
to a shorter follow-up of the 22 cases (31 vs. 76 months in
our study) and/or selection bias.

The mOS of restarted Su in our study and that from the
literature can not be compared to the mOS of a

continuous, randomized Su trial, because the median
follow-up in our investigation was much longer than in
published continuous Su trials. Molina et al. [23] evaluat-
ed 186 patients treated with first-line Su and after a me-
dian follow-up of 64 months (vs. 76 months in our study)
the mOS was only 30.4 months (vs. 61 months in or
study), — on the other hand our patients can be considered
“selected” as they did not progressed during the baseline
treatment, which lasted for a median of >15 months.

In the clinical practice, there is a concern that dis-
continuation of anti-cancer drug may increase the risk
of rebound phenomenon or flare-up syndrome, which
result in rapid clinical progression after stopping the
effective treatment [24]. The rebound phenomenon may
be rarely seen in clinical practice when VEGFR-TKI
therapy is discontinued after a long duration of TKI
treatment, especially when patients were responders be-
fore discontinuation. A clinical concern with observation
of patients with mRCC would be occurrence of new
sites of metastases that could lead to increased mortali-
ty, which might be avoided with continuous treatment.
In our study, overall, 11 patients had new lesions during
the expectant management, which means a median rate
of 11/7 = 1.6 new lesions/months. This rate calculated
for the restarted treatment is 12/11.5 = 1.0. Data suggest
that the occurrence is partly due to break itself and does
not reflect the course of disease while on treatment. In
our study and in Table 6, the restarted Su regained the
control of disease in 63 and >70% of patients,
respectively.

The de novo onset of epithelial to mesenchimal transi-
tion (EMT)-like phenotype in RCC patients on Su treat-
ment was reported. EMT can be associated with metasta-
ses, angiogenesis and resistance mechanism. The rever-
sion of histological phenotype also suggests that this re-
sistance may also be transient.” According to this hypoth-
esis patients who have initially received clinical benefit
from treatment with TKIs and then developed resistant
disease may respond again to TKIs following a break
from anti VEGF therapies”. The “holiday” period from
anti VEGF therapies may lead to “reset” the tumor micro-
environment and reestablish a primarily VEGF-driven tu-
mor growth” [25].

Our study has several limitations inherent to a retro-
spective design and analysis. There was no definitive in-
dication for treatment cessation and the timing of the su-
nitinib holiday was not decided by a protocol, but some-
times by the patients’ decision. In spite of limitations, the
results of our study are strengthened by the results of the
cohort trials and that of combined case reports (Table 6)
from the literature.

In conclusion, based on our results and on combined
case reports from the literature Su treatment could be
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Table 6  Efficacy of restarted sunitinib according to the literature

Reference nr.

Treatment break [months]

Best response of restarted sunitinib

PFS (censor) [months]

OS (censor) [months]

[4]

[4]

[4]

[4]

[4]

[4]

[4]

[4]

[4,7]

[4,7]

[4,7]

[4,7]

[8]

[8]

[8]

[8]

[9]

[10]

[10]

[11]

[12]

[13]

[14]

[15]

[15]

[16]

[17]

[18]

[19]

[20]

[21]

[22]

Total n = 32
Total n = 22 (break >3 months)
Our study n = 38
[3] (a=11)
[B](n=13)
[1m=11?

6

25
6
9
12
7
18
g

0.33
m4.2 (** 34%)
m6 (* 32%)

m 7 (“° 18%)
m5.6

m 8.9
m11.8¥>"

SD
SD

PR

PR

PR

SD

PR

PR

PR

SD

PR

SD

CR

SD

PR

SD

CR

PR

PD

PR

SD?

CR

SD

SD

SD

PD

SD

PR

CR

SD?

SD

PR

53% OR, 94% CB
55% OR, 100% CB
39% OR, 89% CB
n=14%

57% OR, 71% CB
18% OR, 100% CB

>3 (0)
>3 (0)
>3 (0)
>3 (0)
>3 (0)
>3 (0)
>3 (0)
>3 (0)
3(0)
1.5 (0)
1.5 (0)
=3 (0)
28 (1)
8.2 (1)
32 (0)
26 (0)
9(0)
8 (1)
2
>3 (0)
24 (1)
4(0)
36 (0)
18 (1)
13 (0)
6(1)
4(1)
7(0)
9(0)
5(0)
~5(0)
22.7 (1)
m 24
m 28
m 14
>3 (0)

m 28

>33 (0)
>31 (0)

>19 (0)

>19 (0)

>20 (0)

>17 (0)

>12 (0)

>14 (0)

18 (0)

26.5 (0)°
26.5 (0)

>26 (0)

61 (0)

49 (0)°

48 (0)

46 (0)

31 (0)

39 (0)°

19 (0)

>31 (0)

125 (0)°
24.(0)

48 (0)

25 (0)

27 (0)

8(0)

6 (1)

16 (0)

12 (0)

30 ()¢

~60 (0)

>31 (0)

NR (58 90%)
NR (58 92%)
m 61 (55 72%)
m>24.2
m>293

Abbreviations: 5S 5-year survival rate, CB clinical benefit (OR+SD), CR complete response, m median, NR not reached, OR objective response (CR+
PR), OS overall survival, PD progressive disease, PFS progression-free survival, PR partial response, SD stable disease

? metastasectomy

® radiotherapy

¢ systemic therapy

9 nephrectomy

s! sunitinibn = 12, 13 or 14

$2 sunitinib n = 6, other TKIn =5

"TKI n = 11, other systemic therapy n =5
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interrupted when clinically warranted, but cessation
should be approached with caution in older patients or
patients having synchronous metastases at diagnosis or
presenting partial response as best response of baseline
Su treatment. Results of an ongoing prospective trial
(STAR) [26] probably will give a better approach with
new aspects to be used in the routine practice [27].

Funding This research has no funding support.

Compliance with Ethical Standards

Conlflict of Interest

The authors declare that they have no conflict of

interest.

References

10.

11.

Koo DH, Park I, Ahn JH et al (2016) Long-term outcomes of
tyrosine kinase inhibitor discontinuation in patients with metastatic
renal cell carcinoma. Cancer Chemother Pharmacol 77:339-347.
https://doi.org/10.1007/s00280-015-2942-1

Griffioen AW, Mans LA, de Graaf AM et al (2012) Rapid angio-
genesis onset after discontinuation of sunitinib treatment of renal
cell carcinoma patients. Clin Cancer Res 18:3961-3971. https://doi.
org/10.1158/1078-0432.CCR-12-0002

Albiges L, Oudard S, Negrier S et al (2012) Complete remission
with tyrosine kinase inhibitors in renal cell carcinoma. J Clin Oncol
30:482-487. https://doi.org/10.1200/JC0O.2011.37.2516

Johannsen M, Stachler M, Ohlmann CH et al (2011) Outcome of
treatment discontinuation in patients with metastatic renal cell car-
cinoma and no evidence of disease following targeted therapy with
or without metastasectomy. Ann Oncol 22:657-663. https://doi.org/
10.1093/annonc/mdq437

Nagyivanyi K, Budai B, Bir6 K et al (2016) Synergistic survival: a
new phenomenon connected to adverse events of first-line sunitinib
treatment in advanced renal cell carcinoma. Clin Genitourin Cancer
14:314-322. https://doi.org/10.1016/j.clgc.2015.11.016

Ornstein MC, Wood LS, Elson P et al (2017) A phase I study of
intermittent sunitinib in previously untreated patients with metasta-
tic renal cell carcinoma. J Clin Oncol 35:1764—1769. https://doi.
org/10.1200/JC0O.2016.71.1184

Johannsen M, Florcken A, Bex A et al (2009) Can tyrosine kinase
inhibitors be discontinued in patients with metastatic renal cell car-
cinoma and a complete response to treatment? A multicentre, ret-
rospective analysis. Eur Urol 55:1430-1438. https://doi.org/10.
1016/j.eururo.2008.10.021

Miura Y, Fujii Y, Shimomura A et al (2014) Temporal cessation of
sunitinib treatment in patients with metastatic renal cell carcinoma:
a retrospective study. Ann Oncol 25(Suppl.5):v46. https://doi.org/
10.1093/annonc/mdu435.10

Demiselle J, Lheureux S, Clarisse B et al (2011) Metastatic renal
cancer: evolution of five complete response cases after the
antiangiogenic discontinuation. Bull Cancer 98:626-632. https:/
doi.org/10.1684/bdc.2011.1368

Bono P ESMO e-learning: renal cell cancer - clinical case study 1
and 2. http://oncologypro.esmo.org/content/download/22271/
368712/file/Renal-Cell-Cancer-Bono.pdf

Vaz MA, Pachon V, Grande E et al (2011) Complete response to
sunitinib in a patient with relapsed irresectable renal cell carcinoma.

12.

13.

14.

15.

16.

18.

19.

20.

21.

22.

23.

24.

25.

26.

27.

Anti-Cancer Drugs 22(8):817-821. https://doi.org/10.1097/CAD.
0b013¢328343719

Zhao B, Wood LS, James K, Rini BI (2015) Is it safe to restart
antivascular endothelial growth factor therapy in patients with renal
cell carcinoma after cardiac ischemia? Case Rep Oncol Med 2015:
817578. https://doi.org/10.1155/2015/817578

Calvo OF, Vazquez DD, Lopez MR, Aparicio LM (2010) Renal
cell carcinoma: complete response. Anti-Cancer Drugs 21(Suppl 1):
S17-S18. https://doi.org/10.1097/01.cad.0000361531.59299.5a
Paule B, Brion N (2010) Efficacy of sunitinib in patients with renal
cell carcinoma with bone metastases. Anticancer Res 30:5165—
5168

Shablak A, O'Dwyer J, Hawkins R, Board R (2011) Management
of'a new isolated metastasis during sunitinib treatment in renal cell
carcinoma patients: a lesson from two cases. Urol Int 86:245-248.
https://doi.org/10.1159/000321908

Gomez-Abuin G, Karam AA, Mezzadri NA, Bas CA (2009)
Acalculous cholecystitis in a patient with metastatic renal cell car-
cinoma treated with sunitinib. Clin Genitourin Cancer 7:62—63.
https://doi.org/10.3816/CGC.2009.n.011

van der Veldt AA, van den Eertwegh AJ, Boven E (2007) Adverse
effects of the tyrosine-kinase inhibitor sunitinib, a new drug for the
treatment of advanced renal-cell cancer. Ned Tijdschr Geneeskd
151:1142-1147

Szmit S, Zagrodzka M, Kurzyna M et al (2009) Sunitinib malate, a
receptor tyrosine kinase inhibitor, is effective in the treatment of
restrictive heart failure due to heart metastases from renal cell car-
cinoma. Cardiology 114:67—71. https://doi.org/10.1159/000213049
Kim H, Shoji S, Usui Y et al (2013) A case of complete response of
multiple lung metastases of renal cell carcinoma with the flexible
administration of sunitinib. Hinyokika Kiyo 59:7-10

Fukui S, Toyoshima Y, Inoue T et al (2016) Reversible posterior
leukoencephalopathy syndrome developing after restart of sunitinib
therapy for metastatic renal cell carcinoma. Case Rep Med 2016:
6852951. https://doi.org/10.1155/2016/6852951

Schmidinger M, Larkin J, Ravaud A (2012) Experience with suni-
tinib in the treatment of metastatic renal cell carcinoma. Ther Adv
Urol 4:253-265. https://doi.org/10.1177/1756287212454933
Schmidinger M, Bojic A, Vogl UM et al (2009) Management of
cardiac adverse events occurring with sunitinib treatment.
Anticancer Res 29:1627-1629

Molina AM, Jia X, Feldman DR et al (2013) Long-term response to
sunitinib therapy for metastatic renal cell carcinoma. Clin
Genitourin Cancer 11:297-302. https://doi.org/10.1016/j.clgc.
2013.04.001

Tacovelli R, Massari F, Albiges L et al (2015) Evidence and clinical
relevance of tumor flare in patients who discontinue tyrosine kinase
inhibitors for treatment of metastatic renal cell carcinoma. Eur Urol
68:154-160. https://doi.org/10.1016/j.eururo.2014.10.034
Hammers HJ, Verheul HM, Salumbides B et al (2010) Reversible
epithelial to mesenchymal transition and acquired resistance to su-
nitinib in patients with renal cell carcinoma: evidence from a xeno-
graft study. Mol Cancer Ther 9:1525-1535. https://doi.org/10.1158/
1535-7163.MCT-09-1106

Collinson FJ, Gregory WM, McCabe C et al (2012) The STAR trial
protocol: a randomised multi-stage phase II/III study of Sunitinib
comparing temporary cessation with allowing continuation, at the
time of maximal radiological response, in the first-line treatment of
locally advanced/metastatic renal cancer. BMC Cancer 12:598.
https://doi.org/10.1186/1471-2407-12-598

Greef B, Eisen T (2016) Medical treatment of renal cancer: new
horizons. Br J Cancer 115:505-516. https://doi.org/10.1038/bjc.
2016.230

@ Springer


https://doi.org/10.1007/s00280-015-2942-1
https://doi.org/10.1158/1078-0432.CCR-12-0002
https://doi.org/10.1158/1078-0432.CCR-12-0002
https://doi.org/10.1200/JCO.2011.37.2516
https://doi.org/10.1093/annonc/mdq437
https://doi.org/10.1093/annonc/mdq437
https://doi.org/10.1016/j.clgc.2015.11.016
https://doi.org/10.1200/JCO.2016.71.1184
https://doi.org/10.1200/JCO.2016.71.1184
https://doi.org/10.1016/j.eururo.2008.10.021
https://doi.org/10.1016/j.eururo.2008.10.021
https://doi.org/10.1093/annonc/mdu435.10
https://doi.org/10.1093/annonc/mdu435.10
https://doi.org/10.1684/bdc.2011.1368
https://doi.org/10.1684/bdc.2011.1368
http://oncologypro.esmo.org/content/download/22271/368712/file/Renal-Cell-Cancer-Bono.pdf
http://oncologypro.esmo.org/content/download/22271/368712/file/Renal-Cell-Cancer-Bono.pdf
https://doi.org/10.1097/CAD.0b013e3283437ff9
https://doi.org/10.1097/CAD.0b013e3283437ff9
https://doi.org/10.1155/2015/817578
https://doi.org/10.1097/01.cad.0000361531.59299.5a
https://doi.org/10.1159/000321908
https://doi.org/10.3816/CGC.2009.n.011
https://doi.org/10.1159/000213049
https://doi.org/10.1155/2016/6852951
https://doi.org/10.1177/1756287212454933
https://doi.org/10.1016/j.clgc.2013.04.001
https://doi.org/10.1016/j.clgc.2013.04.001
https://doi.org/10.1016/j.eururo.2014.10.034
https://doi.org/10.1158/1535-7163.MCT-09-1106
https://doi.org/10.1158/1535-7163.MCT-09-1106
https://doi.org/10.1186/1471-2407-12-598
https://doi.org/10.1038/bjc.2016.230
https://doi.org/10.1038/bjc.2016.230

	Outcome...
	Abstract
	Introduction
	Patients and Methods
	Statistics

	Results
	Discussion
	References


