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1 Background 

On 08 November 2022, the Federal Joint Committee (G-BA) commissioned the Institute for 
Quality and Efficiency in Health Care (IQWiG) to conduct supplementary assessments on 
Commission A22-66 (Palbociclib – Benefit assessment according to §35a Social Code Book V) 
[1]. 

The commission comprised the review of the corrected Kaplan-Meier curves for the outcomes 
of serious adverse events (SAEs), severe AEs (Common Technology Criteria for Adverse 
Events [CTCAE] grade ≥ 3) and discontinuation due to AEs from the studies PALOMA-2 and 
PALOMA-4 subsequently submitted by the pharmaceutical company (hereinafter referred to as 
the “company”) in the commenting procedure [2], taking into account the information in the 
dossier [3]. 

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 randomized controlled trials (RCTs) PALOMA-1, PALOMA-2 and PALOMA-4 were 
included in the benefit assessment of palbociclib in combination with an aromatase inhibitor. 

As already described in the dossier assessment of palbociclib (A22-66) [1], the courses of the 
Kaplan-Meier curves presented by the company in Module 4 A of the dossier for the outcomes 
of SAEs, severe AEs and discontinuation due to AEs in the studies PALOMA-2 and PALOMA-
4 are implausible, as the courses presented obviously do not match the values presented by the 
company in the result tables. In the commenting procedure [2], the company presented 
corrected Kaplan-Meier curves for these outcomes. These are plausible and concur with the 
values in the result tables presented in Module 4 A of the dossier. The Kaplan-Meier curves on 
the outcomes of SAEs, severe AEs and discontinuation due to AEs from the studies PALOMA-
2 and PALOMA-4 are presented below. 

Kaplan-Meier curves 

 
Figure 1: Kaplan-Meier curves for the outcome “SAEs” of the PALOMA-2 study - RCT, 
direct comparison: palbociclib + letrozole vs. placebo + letrozole (data cut-off: 15 November 
2021) 
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Figure 2: Kaplan-Meier curves for the outcome “SAEs” of the PALOMA-4 study - RCT, 
direct comparison: palbociclib + letrozole vs. placebo + letrozole (data cut-off: 31 August 
2020) 

 
Figure 3: Kaplan-Meier curves for the outcome “severe AEs (CTCAE grade ≥ 3)” of the 
PALOMA-2 study – RCT, direct comparison: palbociclib + letrozole vs. placebo + letrozole 
(data cut-off: 15 November 2021) 
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Figure 4: Kaplan-Meier curves for the outcome “severe AEs (CTCAE grade ≥ 3)” of the 
PALOMA-4 study - RCT, direct comparison: palbociclib + letrozole vs. placebo + letrozole 
(data cut-off: 31 August 2020) 

 
Figure 5: Kaplan-Meier curves for the outcome “discontinuation due to AEs (discontinuation 
of palbociclib or placebo due to AEs)” of the PALOMA-2 study - RCT, direct comparison: 
palbociclib + letrozole vs. placebo + letrozole (data cut-off: 15 November 2021) 
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Figure 6: Kaplan-Meier curves for the outcome “discontinuation due to AEs (discontinuation 
of palbociclib or placebo due to AEs)” of the PALOMA-4 study - RCT, direct comparison: 
palbociclib + letrozole vs. placebo + letrozole (data cut-off: 31 August 2020) 

 
Figure 7: Kaplan-Meier curves for the outcome “discontinuation due to AEs (discontinuation 
of all drug components due to AEs)” of the PALOMA-2 study, which are presented as 
supplementary information - RCT, direct comparison: palbociclib + letrozole vs. placebo + 
letrozole (data cut-off: 15 November 2021) 
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Figure 8: Kaplan-Meier curves for the outcome “discontinuation due to AEs (discontinuation 
of all drug components due to AEs)” of the PALOMA-4 study, which is presented as 
supplementary information - RCT, direct comparison: palbociclib + letrozole vs. placebo + 
+ letrozole (data cut-off: 31 August 2020) 

2.1 Summary 

The data subsequently submitted by the company in the commenting procedure have not 
changed the conclusion on the added benefit of palbociclib from dossier assessment A22-66. 

The following Table 1 shows the result of the benefit assessment of palbociclib, taking into 
account dossier assessment A22-66 and the present addendum. 
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Table 1: Palbociclib in combination with an aromatase inhibitor – probability and extent of 
added benefit  
Therapeutic indication ACTa Probability and extent 

of added benefit 
Postmenopausal patients with HR-
positive, HER2-negative locally advanced 
or metastatic breast cancer in first-line 
therapyb, c 

 Anastrozole 
or 
 letrozole 

or 
 fulvestrant 

or 
 possibly tamoxifen if aromatase 

inhibitors are unsuitable 
or 
 ribociclib in combination with a 

nonsteroidal aromatase inhibitor 
(anastrozole, letrozole) 
or 
 abemaciclib in combination with a 

nonsteroidal aromatase inhibitor 
(anastrozole, letrozole) 
or 
 ribociclib in combination with 

fulvestrant 
or 
 abemaciclib in combination with 

fulvestrant 
or 
 palbociclib in combination with 

fulvestrant 

Proof of lesser benefitd 

a. Presented is the respective ACT specified by the G-BA. In cases where the ACT specified by the G-BA 
allows the company to choose a comparator therapy from several options, the respective choice of the 
company is printed in bold. 

b. According to the G-BA, it is assumed for the present therapeutic indication that (if applicable, another) 
endocrine therapy is indicated for the patients and that there is no indication for chemotherapy or 
(secondary) resection or radiotherapy with curative intent. 

c. For this benefit assessment, first-line therapy is defined as the initial endocrine-based therapy of locally 
advanced or metastatic breast cancer. 

d. Almost only patients with an ECOG PS of 0 or 1 were included in the studies PALOMA-2 and PALOMA-4. 
It remains unclear whether the observed effects can be transferred to patients with an ECOG PS of ≥ 2. 

ACT: appropriate comparator therapy; ECOG PS: Eastern Cooperative Oncology Group Performance Status; 
G-BA: Federal Joint Committee; HER2: human epidermal growth factor receptor 2; HR: hormone receptor 
 

The G-BA decides on the added benefit.  
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