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Phase II study of pazopanib as second-line treatment after sunitinib in patients with 

metastatic renal cell carcinoma: A Southern China Urology Cancer Consortium Trial Mian 

Xie, Chao sheng He, Jin Kun Huang, Qi zhan Lin  

European Journal of Cancer  Volume 51, Issue 5, Pages 595-603 (March 2015)  

86 patients enrolled in this study 



Phase II study of pazopanib as second-line treatment after sunitinib in patients with 

metastatic renal cell carcinoma: A Southern China Urology Cancer Consortium Trial Mian 

Xie, Chao sheng He, Jin Kun Huang, Qi zhan Lin  

European Journal of Cancer  Volume 51, Issue 5, Pages 595-603 (March 2015)  

86 patients enrolled in this study 

This study:         Median PFS 5.6 months                   Median OS 18.1 months
  
Other Study       Median PFS 7.5 months  Median OS 24.2 months* 

*Hainsworth JD et al.  

Clin Genitourin Cancer 2013;11:270 



Phase II study of pazopanib as second-line treatment after sunitinib in patients with 

metastatic renal cell carcinoma: A Southern China Urology Cancer Consortium Trial Mian 

Xie, Chao sheng He, Jin Kun Huang, Qi zhan Lin  

 

Thuston, G.  et al NCR 2006 
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Study Design 

Study Design and Patients 

Endpoints 

• Primary: PFS (based on 
local radiologic 
assessment) 

• Secondary: PFS in each 
first-line treatment 
cohort, best overall 
response, ORR, and 
CBR and safety 

EVE 10 mg/day 

 

Prior SUN 
 (n = 58) 

 

Prior other anti-VEGF 
(SOR, BEV, PAZ, other), 

 (n = 62) 

Open label, Multicenter, International phase II study* 

Disease progression 

or intolerable toxicity 

*Primary analysis data cutoff  was September 1, 2014 

Population (N = 134) 
• Pts ≥18 years of age with 

cc mRCC  
• KPS ≥70% 
• Pts with PD or 

intolerance with first-
line anti-VEGF or 
cytokine were included Prior Cytokines 

 (n = 14) 

BEV, Bevacizumab; ccmRCC, clear cell metastatic renal cell carcinoma; CBR, clinical benefit rate; KPS, Karnofsky performance status; ORR, 
objective response rate; PAZ, pazopanib; PD, progressive disease; PFS, progression-free survival; Pts, patients; SOR, sorafenib; SUN, sunitinib; 
VEGF, vascular endothelial growth factor 



Baseline Demographics and 
Disease Characteristics 
• Median duration of exposure: Asian vs non-Asian = 5.5 months vs 6.0 

months 

 
Overall Population (N = 134) 

Asian 
(n = 55) 

Non-Asian 
(n = 79) 

 Age, median (range), 
 years 

55 
(18-78) 

60 
(23-79) 

 < 65 y, n (%) 47 (85) 58 (73) 
 Sex, n (%) 
 Men 
 Women 

40 (73) 
15 (27) 

51 (65) 
28 (35) 

 MSKCC prognosis,a n (%) 
 Favorable 40 (73) 30 (38) 
 Intermediate 14 (25) 36 (46) 
 Poor 1 (2) 13 (17) 
 Median time since RCC diagnosis , months 25.1 41.4 
 Median duration of exposure, months 5.5 6.0 

a Patients in the favorable group had no risk factors, pts in the intermediate group had 1 risk factor, and pts in the poor group had 2 
or 3 risk factors. 

 
 
 

 
 
 



PFS in Asian and Non-Asian populations 

CI, confidence interval; PFS, progression-free survival 

Median PFS 
(95% CI) 

Asian 7.4 months  
(95% CI, 5.5-11.0)  

Non-Asian 7.8 months 
 (95% CI, 5.3-12.9) 



PFS by First-Line Cohorts  

CI, confidence interval; PFS, progression-free survival; VEGF, 
vascular endothelial growth factor 

PFS by First-Line Sunitinib 

Median PFS  
(95% CI) 

Asian 7.4 months  
(95% CI, 3.7-12.8)  

Non-Asian 4.0 months  
(95% CI, 2.5-12.9) 

PFS by First-Line Other anti-VEGF 
Agents 

Median PFS  
(95% CI) 

Asian 5.7 months  
(95% CI, 3.6-11.0)  

Non-Asian 9.2 months  
(95% CI, 5.5-18.0) 



Overall Population 

Prior Therapy 

Sunitinib Other anti-VEGF 
Agents 

Cytokines 

Asian 
(n = 55) 

Non-Asian 
(n = 79) 

Asian 
(n = 29) 

Non-Asian 
(n = 29) 

Asian 
(n = 21) 

Non-Asian 
(n = 41) 

Asian 
(n = 5) 

Non-Asian 
(n = 9) 

Best overall response, 
 n (%) 

Partial response 6 (11) 4 (5) 2 (7) 2 (7) 3 (14) 0 (0) 1 (20) 2 (22) 

Stable disease 35 (64) 55 (70) 19 (66) 18 (62) 13 (62) 32 (78) 3 (60) 5 (56) 

Progressive disease 9 (16) 13 (17) 6 (21) 9 (31) 2 (10) 4 (10) 1 (20) 0 (0) 

Unknown 5 (9) 6 (8) 2 (7) 0 (0) 3 (14) 4 (10) 0 (0) 2 (22) 

Missing 0 (0) 1 (1) 0 (0) 0 (0) 0 (0) 1 (2) 0 (0) 0 (0) 

ORR,a n (%)  
[95% CI] 

6 (11) 
[4-22] 

4 (5) 
[1-13] 

2 (7) 
[1-23] 

2 (7) 
[1-23] 

3 (14) 
[3-36] 

0 (0) 
[0-9] 

1 (20) 
[1-72] 

2 (22) 
[3-60] 

CBR,b n (%)  
[95% CI] 

41 (75) 
[61-85] 

59 (75) 
[64-84] 

21 (72) 
[53-87] 

20 (69) 
[49-85] 

16 (76) 
[53-92] 

32 (78) 
[62-89] 

4 (80) 
[28-100] 

7 (78) 
[40-97] 

a ORR, complete response + partial response. 
b CBR, complete response + partial response + stable disease. 

CBR, clinical benefit rate; CI, confidence interval; ORR, objective 
response rate; Pts, patients; RECIST, response evaluation criteria 
in solid tumors; VEGF, vascular endothelial growth factor 

Best Response by RECIST 1.0 (Local Review)  



Adverse Event Profile  

AEs, adverse events; Pts, patients 

Overall Population 

Asian 
(n = 55) 

Non-Asian 
(n = 78)* 

Overall rate of AEs, n (%) 44 (80) 58 (74) 

Overall rate of grade 3 and 4 AEs, n (%) 32 (58) 42 (54) 

Dose adjustment or study drug 
interruption to manage AEs , n (%) 

22 (40) 35 (45)  

Treatment discontinuation because of 
AEs, n (%) 

11 (20) 13 (17) 

On-treatment deaths, n (%) 6 (11) 7 (9) 

Cause of on-treatment death  Disease progression (n = 3)  
Respiratory failure (n = 2)  
Multiorgan failure (n = 1) 

Multiorgan failure (n = 2) 
Cardiopulmonary failure (n = 1) 

Disease progression (n = 1) 
Sepsis (n = 1) 

Sudden death (n = 1) 
Unknown cause (n = 1) 

*One patient died before treatment initiation and was excluded from the safety analysis 



Other studies in second line therapy 

Renal Cell Cancer 



Axitinib versus sorafenib as a second-line therapy in Asian patients with renal 

Cell carcinoma: results from a randomized registrational study. 

Shukui Qin et al, OncoTargets and Therapy 2015;8:1363-1373  

Pre-treated with sunitinib 



Axitinib versus sorafenib as a second-line therapy in Asian patients with renal 

Cell carcinoma: results from a randomized registrational study. 

Shukui Qin et al, OncoTargets and Therapy 2015;8:1363-1373  



Axitinib versus sorafenib as a second-line therapy in Asian patients with renal 

Cell carcinoma: results from a randomized registrational study. 

Shukui Qin et al, OncoTargets and Therapy 2015;8:1363-1373  







Cabozantinib versus Everolimus in Advanced Renal Cell Carcinoma 

                          Adverse Events 



Lenvatinib is another oral multitarget tyrosine kinase inhibitor 













Phase III Data 
Immune Checkpoint Blockade Has Clinical Efficacy in RCC 

Motzer RJ et al. N Engl J Med 2015;373:1803-1813. 
Motzer RJ et al. N Engl J Med 2015;373:1803-1813. 

Motzer et al NEJM 2015 
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Motzer et al NEJM 2015 



Everolimus or 
axitinib? 

cabozantinib 

cabozantinib 
4th line 
therapy 

should focus 
on drugs not 

previously 
given, 

especially 
Nivolumab 

or 
Cabozantinib 

Recommend with OS advantage 

Recommended without OS  

Recommended if other options 
Not available.  

Prof Tom Powles, ESMO 2015 



Cost management 


