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1 Background 

On 13 March 2018, the Federal Joint Committee (G-BA) commissioned the Institute for Quality 
and Efficiency in Health Care (IQWiG) to conduct supplementary assessments for Commission 
A17-56 (Cabozantinib  – Benefit assessment according to §35a Social Code Book V [SGB V]) 
[1]. 

In Module 4  of its dossier on cabozantinib, the pharmaceutical company (hereinafter referred 
to as “the company”) presented the METEOR study for the therapeutic indication of advanced 
renal cell carcinoma following prior vascular endothelial growth factor (VEGF)-targeted 
therapy. 

The METEOR study was used for the benefit assessment. However, the analyses on the 
outcome “discontinuations due to AEs” presented by the company were not considered for the 
assessment, since they were inconsistent [1]. The company corrected its data with its comment 
[3]. After the oral hearing [4], IQWiG was commissioned to assess, among other things, the 
outcome “discontinuation due to adverse events”. In addendum A18-13 [5], the result of the 
outcome “discontinuation due to AEs” was presented on the basis of the effect measure “relative 
risk” (RR). The G-BA additionally commissioned IQWiG with the methodological assessment 
of the survival time analyses on the outcome “discontinuation due to adverse events” presented 
by the company.  

The responsibility for the present assessment and the assessment result lies exclusively with 
IQWiG. The assessment is forwarded to the G-BA. The G-BA decides on the added benefit. 
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2 Assessment  

The company’s analyses for the final data cut-off at 2 October 2016 on the outcome 
“discontinuation due to adverse events” were inconsistent and were thus not used for dossier 
assessment A17-56 [1]. The company corrected its data with its comment [3]. Due to the lack 
of blinding of the study, there was a high risk of bias for this outcome. Table 1 shows the result 
for the outcome “discontinuation due to AEs” on the basis of the effect measure “Hazard Ratio” 
(HR). The Kaplan-Meier curve is presented in Appendix A.  

Table 1: Results (side effects) – RCT, direct comparison: cabozantinib vs. everolimus (third 
data cut-off: 2 October 2016) 
Study 
Outcome category 

Outcome 

Cabozantinib  Everolimus  Cabozantinib vs. everolimus 
N Median time to 

event in months  
[95% CI] 

Patients with 
event 
n (%) 

 N Median time to 
event in months  

[95% CI] 
Patients with 

event 
n (%) 

 HR [95% CI]; 
p-valuea 

METEOR study        
Side effects        

Discontinuation 
due to AEs 

331 NA [27.5; NC] 
88 (27) 

 322 26.2 [19.4; NC] 
87 (27) 

 0.72 [0.54; 0.98]; 
0.036 

a: Without events rated as progression of the underlying disease (the following PTs are not contained in the 
analysis: lymphangiosis carcinomatosa, neoplasm malignant, bone metastases, metastases to central nervous 
system, metastases to ovary, metastases to pelvis, spinal metastases, metastases to testicle, peritoneal 
metastases, metastatic pain, metastatic renal cell carcinoma, renal cancer, renal cell carcinoma, renal cancer 
metastatic, tumour associated fever, tumour pain and tumour thrombosis). 

AE: adverse event; CI: confidence interval; HR: hazard ratio; n: number of patients with (at least one) event; N: 
number of analysed patients; NA: not achieved; NC: not calculable; RCT: randomized controlled trial; vs.: versus 

 

Discontinuation due to AEs 
A statistically significant difference in favour of cabozantinib was shown for the outcome 
“discontinuation due to AEs”. 

Summary 
The present addendum does not entail a change in the conclusions on the added benefit of 
cabozantinib in comparison with everolimus. 

The G-BA decides on the added benefit.  
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Appendix A – Kaplan-Meier curve 

 
Figure 1: Kaplan-Meier curve for the time to discontinuation due to AEs (without events rated 
as progression of the underlying disease) from the METEOR study (third data cut-off: 2 
October 2016) 
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