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Does an altemative sunitinib dosing schedulé really improve survival outcomes over a
conventional dosing schedule in patients with metastatic renal cell carcinoma? An

updated systematic review and meta-analysis
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1. Background Think Safety |
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1. ltis well known that sunitinib has a good oncological effect in patients with
metastatic kidney cancer. It is still a popular drug in patients with metastatic
renal cell carcinoma.

2. However, Treatment-related adverse events (AEs) can obfuscate the
maintenance of a conventional schedule (4/2) of sunitinib in patients with
metastatic renal cell carcinoma.

b IS

3. Therefore, several altemative schedules have been introduced, of which 2/1
schedule is the most used. However, large-scale RCT studies on 2/1
schedules compared to conventional schedules have not been conducted.

4. Therefore, we conducted a meta-analysis about comparison of adverse events
and oncological outcomes according to sunitinib dosing schedules in
patients with metastatic renal cell carcinoma.
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2. Materials and Methods
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Included

Records identified through database
searching (n=648)
PubMed (n=363)
Embase (n=242)
Cochrane library (n=43)

Records screend after duplicates removed
(n=242)
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Records excluded after title and abstract
review (n=210)

Animal studies
« Editorials, lettfis 1évie=, and
case reports \""'

= Mot relevant to the review

Full-text articles assessed for eligibility
(n=32)

Studies included in meta-analysis
(n=11)

b

Full-text articles excuded, with reasons
(n=21)
* Qut of scope
* Duplication of data
* Unable to extract outcome data
* Inconsistenct of endpoint
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1. Systematic literature searches were
conducted in PubMed/Embase and
Cochrane library for all studies that
examined dosing schedule of
sunitinib for mRCCa.

2. We performed this study according

to the Preferred Reported Items for
Systematic Reviews and Meta-
analysis guidelines.

3. Endpoints were progression-free

(PFS), overall (OS) survival and
adverse events rate.



3. Results

*Progression-free survival (PFS)

A, Progression-free survival

B. Overall survival
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*Overall-survival (OS)

(1) Unadpsted HRs (1) Unadjusted HRs
Hazard Ratio Hazard Ratio Hazard Ratio Hazard Ratio
Study or Subgroup lon[Hazard Ratio] SE Weight IV, Random, 95% Cl IV, Random. 95% CI Study or Subgroup log[Hazard Ratio]  SE Weight IV, Random, 95% CI IV, Random, 95% CI
Akinson et al 2014 134 0% 1M T% 0r1 042,121 T Miinson etal. 2014 03303 171% 072040129 T
Kondo et al. 2014 02 042 B4%  054[0.24123] T El din 2017 004 035 224%  1.04[064,1.70) —
Pan‘et al. 2015 018 0.06 237% 004071090 * Suoetal 2017 072 033 148%  0.49[0.25,093
Eldin 2017 013 D17 1B3%  08B[0E3 123 T iyt et al, 2018 024 02 288% 079053116 =
Suo etal. 2017 D63 D7 11T 05D[0.30,089 - Jhangetal. 2018 076 03 171%  0.47[026,084] ——
Miyake etal. 2018 S07R 028 128% 04610.28,0.75] -
Zhang etal. 2018 078 024 134% 0460029073 - Tolalasm Cl) 1000%  0.70[053,0.83] L
Heterogeneity Taw= 0.03; Ch= 5.84,df= 4 (P= 0.21), P= 32% l l l l
Total (95% C1) 100.0%  0.65[0.51,0.82] * Tesﬂngwerzleﬁem: 244P= 001 ( ) 0.01 01 1 101
Heterogeneity: Tau= 0.05; Chit= 13,62, ¢f= § (P = 0.03) F= 56% I I 1 I Favours [2/1 dosing] Favours (42 dosing]
Testfor overall effect Z=3.63 (P=0.0003) oot 0 f 10 o
ETEE T Favours [2/1 dosing] Favours [4/2 dosing]
(2) Adjusted HRs
(2) Adjusted HRs . . Hazard Ratio Hazard Ratio
_ _ Study or Subgroup lon[Hazard Ratio] SE Weight [V, Random, 95% Cl IV, Random, 95% Cl
Hazard Ratio Hazard Rafio Afkinsan 21 al. 2014 03303 B10%  0.72(0.40,1.29] —-
St"dv or S"bﬂro“p |0ﬂ|HaZﬂrd Rﬂt|0] SE Weumt N. Raﬂdom. 05% Cl N. Rﬂﬂdom. 05% Cl Syoalal 2017 046 044 28.4% 0.53 [UET 150] ——
Atkinson etal. 2014 034 027 3098% 0711042, 1.1 — ZThang etal. 2018 079 072 106% 045 [011: 1.86] _—
Kanda etal 2014 156 045 150% 057 1[0.24,1.38] -
Sunoetal 2017 SIAT 037 203% 084041174 " Total (95% Cl) 100.0%  0.66[042,1.04] s 2
Zhang etal. 2018 087 025 338% 0.38]0.24,0.62] — Heteragensity: Tau?= 0.00; Chi*= 0.36, df= 2 (P = 0.83); = 0% f ¢ } |
Testfor overall efiect =177 (P = 0.08) oo 01 1 10 1o
Total (95% Cl) 1000%  0.58[0.39,0.84] ’ ) ) Favours [211 dosing] Favours [4/2 dosing]

Heterogeneity, Tal=0.05; Chi*= 4 45 df=3(F =023 F=33% ! T

w0 1 10 100
Testfor overal ffect 2= 2.84 (7= 0.003) Favours [211 dosing] Favours [4/2 dosing]
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Adverse events * Statistically significant value
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4. Conclusions

1. Our meta-analysis suggests that alternative 2/1 sunitinib dosing schedule
may have better PFS than conventional 4/2 sunitinib schedule. However,
its level of evidence was very low, the interpretation of this result should be
cautious.

2. Moreover, the 2/1 schedule was berzficial for reducing the incidence of
AEs. Accordingly, the 2/1 sunitinlb¥ssing schedule holds promise as an
alternative means of reducing AEs, maintaining patient QOL and
prolonging treatment.

3. We also believe that prospective large-scale studies of a 2/1 alternative
schedule that demonstrate these advantages are needed.
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Thank you for your attention



