
Letters to the editor

Reporting of HRQoL results from the

PALOMA-2 trial: Relevant data are

still missing

Rugo et al. [1] report results on health-related quality of life

(HRQoL) from the PALOMA-2 trial, in which palbociclib plus

letrozole was compared with letrozole plus placebo. Key conclu-

sions include:

1. a positive trend (HR <1) favouring the palbociclib arm for
time to deterioration (TTD) in HRQoL;

2. a significantly greater improvement in pain scores in the pal-
bociclib plus letrozole arm;

3. the value of radiological assessments in estimating treatment
effects on HRQoL.

These conclusions are not supported by the PALOMA-2 trial

data, but result from highly biased post hoc analyses and assump-

tions on treatment effects based on observed correlations.

Ad (1): the authors define deterioration in the FACT-B total

score as a decrease of�7 points with no subsequent<7-point de-

crease. However, according to the statistical analysis plan the pre-

defined response criterion was the established minimally

important difference of a decrease by �7 points alone [2]. In

2016 Pfizer, the manufacturer of palbociclib, submitted HRQoL

data for benefit assessment in Germany using the predefined re-

sponse criterion [3, 4]. Using this criterion, the ‘positive trend’ in

favour of palbociclib is reversed (HR 1.06, 95% CI 0.85–1.31).

Ad (2): the authors report a significantly greater improvement

in pain scores in the palbociclib group. This conclusion is based

on a selective analysis of a single item in the Breast Cancer

Subscale. Such an analysis was neither predefined in the study

protocol [2, 4], nor is it recommended in the FACT-B scoring

guidelines [5]. Moreover, the results are incomprehensible, as the

effect size and confidence interval are not reported. Regardless of

the invalidity of the analysis, another subscale of the FACT-B

(physical well-being) also includes a single item on pain, but the

authors do not report the results.

Ad (3): the authors’ data show significant differences in (post

hoc) TTD between patient cohorts with and without tumour re-

sponse (Figures 2B-D in [1]) or progression (Figures S2A-C in [1]).

However, these analyses do not support their conclusion that ‘these

data emphasize the value of radiological assessment on treatment ef-

fect’. The different findings on HRQoL between patients with and

without response/progression cannot be attributed to an effect of

palbociclib. The between-treatment comparison among all patients

(Figure 2A in [1]) clearly shows no difference between treatment

groups, despite a substantial difference in response/progression.

Therefore, the observed correlation between response/progression

and HRQoL probably just indicates different baseline risks for

deterioration of HRQoL between patients with response/progres-

sion and those without. By no means do these data support any con-

clusion on the value of radiological assessment in estimating

treatment effects on HRQoL.

We also wonder why the authors do not report the full HRQoL

data collected in the PALOMA-2 trial. According to the protocol

(and in contrast to the methods section of Rugo et al. [1]),

HRQoL data were also collected after progression [2]. These data

are of paramount importance to patients and clinicians.

In conclusion, we strongly recommend following general prin-

ciples of evidence-based medicine for the reporting of results on

HRQoL. This includes both the unbiased and full reporting of

relevant data.
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