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Background: Nivolumab has shown significant survival benefit and a favorable safety profile compared with dacarbazine
chemotherapy among treatment-naïve patients with metastatic melanoma in the CheckMate 066 phase III study. Results
from the health-related quality of life (HRQoL) analyses from CheckMate 066 are presented.
Patients and methods: HRQoL was evaluated at baseline and every 6 weeks while on treatment using the European
Organisation for Research and Treatment of Care (EORTC) Core Quality of Life Questionnaire (QLQ-C30) and the
EuroQoL Five Dimensions Questionnaire (EQ-5D). Via a multi-step statistical plan, data were analyzed descriptively,

†Affiliation at the time of this research.

*Correspondence to: Prof. Georgina V. Long, Melanoma Institute Australia, The University
of Sydney, 40 Rocklands Rd, North Sydney, NSW 2060, Australia. Tel: +61-2-9911-
7336; Fax: +61-2-9954-9290; E-mail: georgina.long@sydney.edu.au

original articles Annals of Oncology

© The Author 2016. Published by Oxford University Press on behalf of the European Society for Medical Oncology.
This is an Open Access article distributed under the terms of the Creative Commons Attribution Non-Commercial License (http://creativecommons.org/licenses/by-nc/4.0/),
which permits non-commercial re-use, distribution, and reproduction in any medium, provided the original work is properly cited. For commercial re-use, please contact
journals.permissions@oup.com

http://creativecommons.org/licenses/by-nc/4.0/


cross-sectionally, and longitudinally, adjusting for baseline covariates, in patients having baseline plus ≥1 post-baseline
assessment.
Results: Baseline-adjusted completion rates for all HRQoL questionnaires across treatment arms were 65% and 70%
for dacarbazine and nivolumab, respectively, and remained similar throughout treatment. The mean baseline HRQoL
scores were similar for patients treated with nivolumab and dacarbazine. Baseline HRQoL levels with nivolumab were
maintained over time. This exploratory analysis showed a between-arm difference in favor of nivolumab on the EQ-5D
utility index and clinically meaningful EQ-5D improvements from baseline at several time points for patients receiving nivo-
lumab. Patients treated with nivolumab did not show increased symptom burden as assessed by the EORTC QLQ-C30.
No HRQoL change was noted with dacarbazine patients up to week 43, although the high attrition rate after week 13 did
not allow any meaningful analyses. Patients receiving nivolumab deteriorated significantly later than those receiving dacar-
bazine on several EORTC QLQ-C30 scales and the EQ-5D utility index.
Conclusions: In addition to prolonged survival, these exploratory HRQoL results show that nivolumab maintains base-
line HRQoL levels to provide long-term quality of survival benefit, compared with dacarbazine in patients with advanced
melanoma.
Key words: advanced melanoma, health-related quality of life, nivolumab, programmed death-1 receptor

introduction
The treatment paradigm for advanced melanoma has changed
dramatically in recent years with the approval of new agents
in many countries, such as inhibitors of the programmed
death-1 (PD-1) and cytotoxic T-lymphocyte-associated protein
4 (CTLA-4) pathways. PD-1 pathway inhibitors in particular
have produced durable responses and have been proven to be
tolerable in clinical trials in patients with advanced melanoma
and other tumor types [1, 2]. The PD-1 inhibitor nivolumab
was associated with a significant survival benefit and a favorable
safety profile in a phase III study [CheckMate (Checkpoint
pathway and nivolumab clinical trial evaluation) 066] versus
dacarbazine chemotherapy in treatment-naïve patients with
metastatic melanoma without a BRAF mutation [3]. In that
study, the median overall survival (OS) was not reached with
patients treated with nivolumab and was 10.8 months with
patients treated with dacarbazine [hazard ratio (HR) for death,
0.42; 99.79% CI 0.25–0.73; P < 0.001] after a median follow-up
of 16.7 months. In another phase III study (CheckMate 037), re-
sponse rates improved in patients treated with nivolumab with
disease progression following the CTLA-4 inhibitor ipilimumab
and, if BRAF V600 mutation positive, a BRAF inhibitor, when
compared with chemotherapy [4]. Responses with nivolumab
can be delayed up to ∼7 months after treatment initiation [4].
A frequent concern with immunotherapies is that their toxicity

profile might diminish health-related quality of life (HRQoL),
even when meaningful disease outcomes are observed. Given the
increasing importance of considering HRQoL during treatment
decision-making in oncology, the CheckMate 066 study incorpo-
rated these measures. Herein are presented results of prospective-
ly collected analyses in CheckMate 066 that compared the impact
of nivolumab and dacarbazine on HRQoL using reliable and vali-
dated patient-reported outcomes (PROs).

methods

study design
CheckMate 066 was a phase III, randomized, double-blind study comparing
nivolumab 3 mg/kg every 2 weeks with dacarbazine 1000 mg/m2 of body

surface area every 3 weeks in treatment-naïve patients who had metastatic
melanoma without a BRAFmutation [3]. The primary end point was OS; sec-
ondary end points included progression-free survival (PFS), objective response
rate as determined by RECIST version 1.1 [5], tumor PD-L1 expression, and
European Organisation for Research and Treatment of Care (EORTC) Core
Quality of Life Questionnaire (QLQ-C30); exploratory end points included
EuroQoL Five Dimensions Questionnaire 3L (EQ-5D 3L) [3].

HRQoL assessment
HRQoL in CheckMate 066 was evaluated using the EORTC QLQ-C30 [6, 7]
and the EQ-5D 3L [8], two PROs whose use has been well documented in
advanced melanoma [9–15]. PRO data were captured electronically.

The EORTC QLQ-C30 is a validated, self-reported, 30-item, generic
measure of HRQoL composed of a global health status/QoL, five functional
(physical, role, emotional, social, and cognitive), and nine symptom or
single-item (fatigue, nausea and vomiting, pain, dyspnea, insomnia, appetite
loss, constipation, diarrhea, and financial difficulties) questions. Raw scores
were transformed to a linear scale ranging from 0 to 100, with higher scores
representing better outcomes on the global health status/QoL and function-
ing scales and worse outcomes on the symptom and single-item scales. The

minimally important difference (MID), which indicates clinically meaning-
ful change, is a change in score of ≥10 [7]. This MID has been validated in
four domains (physical functioning, emotional functioning, social function-
ing, and global QoL).

The EQ-5D 3L is a validated, self-reported, generic measure of HRQoL
composed of the EQ-5D utility index and EQ visual analog scale (VAS) [8].
The EQ-5D utility index comprises five dimensions (mobility, self-care,
usual activities, pain/discomfort, and anxiety/depression), each having 3 as-
sessment levels (no, some, or extreme problems). The EQ VAS evaluates the
patient’s self-rated health state on a 100-point vertical VAS (0, worst imagin-
able health state; 100, best imaginable health state). MID is a score difference
of ≥0.08 for the EQ-5D utility index and of ≥7 for the EQ-5D VAS [16].

statistical analysis
HRQoL was assessed at baseline, every 6 weeks while on treatment, and
at follow-up visits 1 and 2 (30 and 100–114 days, respectively, after discon-
tinuing treatment). HRQoL was analyzed for all randomized patients who
had baseline and ≥1 post-baseline assessments, regardless of timeframe. The
adjusted questionnaire completion rate (defined as the proportion of patients
who completed the questionnaire using the number of patients alive in the
CheckMate 066 study at the particular time point as the denominator) was
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determined at each visit. Differences in PROs were assessed between- and
within-treatment arms according to statistical significance (Wilcoxon
signed-rank and Mann–Whitney–Wilcoxon tests at P = 0.05) and MID. To
assess longitudinal changes from baseline within each treatment group and
differences between treatment groups, a mixed-effect model repeated mea-
sures (MMRM) analysis was used that controlled for baseline covariates
(PRO score, Eastern Cooperative Oncology Group performance status,
region, PD-L1 status, lactate dehydrogenase level, gender, age, BRAF muta-
tion status, and blinding status). The median time from randomization to
first deterioration, as defined by the MID at the individual patient level for
that scale, was estimated by the Kaplan–Meier method. A Cox proportional
hazard regression model was used to compare the deterioration rates treating
baseline HRQoL score as a covariate. Since patients in the dacarbazine arm
were more likely to discontinue treatment earlier (due to toxicity, progressive
disease, or consent withdrawal), a pattern mixture model (PMM) sensitivity
analysis was conducted across treatments to adjust for early (last visit ≤19
weeks) or late dropout (last visit ≥25 weeks), thereby evaluating the effect of
missing data on HRQoL results.

results

patients
A total of 418 patients were randomized to nivolumab
(n = 210) or dacarbazine (n = 208) in Europe, Israel, Australia,
Canada, and South America between January 2013 and
January 2014 [3]. Baseline patient characteristics have been
previously reported and were well balanced between the treat-
ment groups [3].

HRQoL questionnaire completion rates
Questionnaires were completed over a maximum treatment
period of 73 weeks in the nivolumab arm and 61 weeks in the
dacarbazine arm, as well as at two follow-up visits after treat-
ment was discontinued. The adjusted questionnaire comple-
tion rates for the EORTC QLQ-30 and EQ-5D at baseline were
70% for the nivolumab arm and 65% for the dacarbazine arm,
and remained similar to baseline throughout treatment (sup-
plementary Table S1, available at Annals of Oncology online).
HRQoL analysis involving dacarbazine was difficult after week
13 due to small sample size attributed to high attrition rate
(n ≤ 41).

descriptive and cross-sectional HRQoL analyses
The mean (SD) EORTC QLQ-30 global health status/QoL
scores at baseline were similar for patients treated with nivolu-
mab [68.9 (20.2)] and for those treated with dacarbazine [66.2
(25.1)]. The mean changes from baseline in global health status/
QoL scores that occurred, beginning at week 7, were modest
with a trend toward improvement in both treatment groups, but
these improvements were neither statistically significant nor
clinically meaningful within each treatment group (Figure 1A).
At week 25, there was a trend toward worsening in the dacarba-
zine group but not in the nivolumab group; however, the change
from baseline was neither statistically significant nor clinically
meaningful. There were also no significant differences between
the treatment arms at any time point. In general, both EORTC
QLQ-C30 functioning subscale and symptom mean scores

remained relatively stable over time compared with baseline for
both groups, with a few statistically significant and clinically
meaningful changes.
The exploratory analysis mean (SD) EQ-5D utility scores

were higher at baseline for patients treated with nivolumab
[0.778 (0.215)] than for those treated with dacarbazine [0.711
(0.310)], and remained higher over time versus dacarbazine
(Figure 1B). Significant improvements from baseline were
observed for patients receiving nivolumab from week 7
(P = 0.011) through week 49 (P = 0.034). For patients receiving
dacarbazine, there were no significant improvements from
baseline at any time point. The only significant difference
observed between treatment arms was at week 7 (P = 0.045),
with improvement in nivolumab patients and deterioration
in dacarbazine patients. Clinically meaningful improvements
occurred in patients treated with nivolumab at weeks 37, 61,
and 67.
Exploratory analysis mean (SD) EQ-5D VAS scores at base-

line were similar for patients treated with nivolumab 70.9 (19.9)
and those treated with dacarbazine 69.1 (21.8). Significant
improvements from baseline were observed for patients receiv-
ing nivolumab at weeks 25, 31, and 37 (P≤ 0.03; Figure 1C).
Clinically meaningful improvements were noted for nivolumab
patients at weeks 31, 37, 49, 55, and 61. No significant or clinic-
ally meaningful improvements from baseline were observed for
dacarbazine patients. There were also no significant differences
between the treatment arms at any time point.

MMRM analysis
In longitudinal modeling conducted across 61 weeks, significant
improvements versus baseline were identified for patients
treated with nivolumab in some PRO scales, including EORTC
QLQ-C30 emotional functioning, nausea and vomiting, and in-
somnia; EORTC QLQ-C30 emotional functioning improved
with dacarbazine (all P < 0.05; Table 1). None of these improve-
ments were clinically meaningful based on MID. There were sig-
nificant deteriorations from baseline in physical functioning in
patients treated with nivolumab, and dyspnea in patients treated
with dacarbazine. No significant differences were noted between
the treatment arms for any of the EORTC QLQ-C30 functional
domains or symptom/single-item scales.

time to deterioration
Patients treated with nivolumab were significantly less likely to
deteriorate before those treated with dacarbazine for EORTC
QLQ-C30 global health (Figure 2A), physical functioning
(Figure 2B), role functioning, emotional functioning, cognitive
functioning, social functioning, nausea and vomiting, pain,
dyspnea, insomnia, appetite loss, and constipation, as well as
EQ-5D utility index (supplementary Table S2, available at
Annals of Oncology online).

PMM analysis
In a sensitivity analysis adjusting the MMRM models for early
(last visit ≤19 weeks) or late dropout (last visit ≥25 weeks), no
significant interactions for HRQoL between treatment and
dropout were observed, apart from a significant interaction for
the exploratory analysis EQ-5D VAS. Therefore, the missing
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Figure 1. (A) Mean (SE) change from baseline in EORTC QLQ-C30 Global Health scores. Only time points where data are available for ≥5 patients in either
treatment arm are plotted on the graph. MID consists of a change of ≥10. The mean baseline (SE) scores were 68.9 (20.2) for nivolumab and 66.2 (25.1) for
dacarbazine. (B) Mean (SE) change from baseline in EQ-5D utility index scores. Only time points where data are available for ≥5 patients in either treatment
arm are plotted on the graph. MID consists of a change of ≥0.08. The mean baseline (SE) scores were 0.778 (0.215) for nivolumab and 0.771 (0.310) for dacar-
bazine. (C) Mean (SE) change from baseline in EQ-5D VAS scores. Only time points where data are available for ≥5 patients in either treatment arm are
plotted on the graph. MID consists of a change of ≥7. The mean baseline (SE) scores were 70.9 (19.9) for nivolumab and 69.1 (21.8) for dacarbazine. EORTC
QLQ-C30, European Organisation for Research and Treatment of Care Core Quality of Life Questionnaire; EQ-5D, EuroQoL Five Dimensions Questionnaire;
MID, minimally important difference; SE, standard error; VAS, visual analog scale. aP≤ 0.05 versus baseline in the nivolumab arm. bP≤ 0.05 for nivolumab
versus dacarbazine arms. cExceeded MID.
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data for the EQ-5D VAS may not be considered at random, indi-
cating that the MMRM results might be biased and that missing
data may have caused the positive nivolumab trend to be muted
in the MMRM analysis for EQ-5D VAS.

discussion
Herein presented are the results of the prospectively collected
analyses that assess the impact of the PD-1 inhibitor nivolumab
on HRQoL in patients with advanced melanoma. In addition to
the survival benefit seen with nivolumab when compared with
dacarbazine in these treatment-naïve patients in the phase III
CheckMate 066 study, baseline HRQoL levels with nivolumab
were maintained over time, as assessed using validated self-
reported questionnaires. Although only a single between-arm
difference in favor of nivolumab was observed on the EQ-5D
utility index at week 7, exploratory analyses showed significant
and clinically meaningful EQ-5D improvements from baseline
at several time points for patients receiving nivolumab. No stat-
istically significant or clinically meaningful EQ-5D improve-
ments from baseline were observed in patients treated with
dacarbazine. An increased symptom burden was not observed
with nivolumab, which is consistent with its adverse event
profile in this trial [3]. In summary, no deterioration of HRQoL

was identified with nivolumab. When added to the survival
benefit of nivolumab, the benefit-to-risk ratio favors nivolumab
over dacarbazine.
The PRO data were collected for the duration of treatment,

for a period that exceeded 15 months in the nivolumab arm.
Although HRQoL data are typically collected during a short
timeframe in clinical studies, these analyses from CheckMate
066 examined long-term HRQoL. In addition, exploratory ana-
lyses revealed significant later time to deterioration or earlier
time to improvement on several PRO scales in patients treated
with nivolumab when compared with those treated with dacar-
bazine, confirming the superior benefit of nivolumab over
dacarbazine in terms of not only survival but also quality of sur-
vival from the patient’s perspective. These results suggest that
patients receiving nivolumab for melanoma can expect to main-
tain their quality of life throughout treatment.
Although these findings provide insights into the impact of

nivolumab on HRQoL, several factors limit data interpretation.
First, the study used PROs that were not developed and vali-
dated specifically for melanoma. However, given their common
use in melanoma clinical trials, these instruments were consid-
ered to be the most content valid among those currently avail-
able. Additionally, an MID of 10 points was used to identify
clinically meaningful differences for all EORTC QLQ-C30

Table 1. Mixed-effects model for repeated measures results

Domains/scalesa Change from baseline, mean (SE) Difference in mean change (95% CI)b

Nivolumab (n = 136) Dacarbazine (n = 123)

EORTC QLQ-C30 functional domains
Global health status 1.8 (1.8) 0.9 (3.4) 0.9 (−6.0, 7.8)
Physical functioning −4.4 (1.6)c −2.7 (2.6) −1.7 (−7.1, 3.8)
Role functioning −1.2 (2.3) 3.6 (3.9) −4.8 (−12.9, 3.2)
Emotional functioning 6.3 (1.6)d 5.3 (2.7)d 1.0 (−4.5, 6.5)
Cognitive functioning 0.4 (1.7) 1.0 (3.2) −0.7 (−7.2, 5.9)
Social functioning −0.8 (2.0) 0.3 (3.7) −1.1 (−8.6, 6.3)

EORTC QLQ-C30 symptom/single-item scales
Fatigue 2.0 (1.9) 2.2 (3.3) −0.2 (−6.9, 6.4)
Nausea and vomiting −2.6 (1.0)d 0.0 (1.7) −2.6 (−6.0, 0.8)
Pain −1.1 (2.5) −1.6 (4.6) 0.4 (−9.1, 9.9)
Dyspnea 0.5 (2.1) 7.4 (3.6)c −6.9 (−14.2, 0.4)
Insomnia −7.2 (2.2)d −4.6 (4.0) −2.6 (−10.7, 5.5)
Appetite loss −3.6 (2.0) 1.7 (3.5) −5.2 (−12.2, 1.8)
Constipation 0.1 (2.1) 1.8 (3.9) −1.7 (−9.7, 6.4)
Diarrhea −0.5 (1.6) −0.2 (2.9) −0.3 (−6.4, 5.7)
Financial difficulties 0.3 (2.2) 0.8 (4.2) −0.5 (−9.2, 8.2)

Nivolumab (n = 135) Dacarbazine (n = 122)
EQ-5D utility index score 0.040 (0.021) 0.027 (0.038) 0.013 (−0.065, 0.091)
EQ-5D VAS score 2.2 (1.8) 1.8 (3.4) 0.4 (−6.6, 7.4)

aHigher scores represent better outcomes on the EORTC QLQ-C30 functioning domains and worse outcomes on the EORTC QLQ-C30 symptom/single-
item scales. Higher scores represent better outcomes on the EQ-5D utility index and EQ-5D VAS.
bA positive difference favors nivolumab on the EORTC QLQ-C30 functional domains and EQ-5D; negative difference favors nivolumab on the EORTC
QLQ-C30 symptom scales. Differences in mean changes were not significant for all domains/scales.
cSignificant deterioration within arm (P < 0.05).
dSignificant improvement within arm (P < 0.05).
CI, confidence interval; EORTC QLQ-C30, European Organisation for Research and Treatment of Care Core Quality of Life Questionnaire; EQ-5D,
EuroQoL Five Dimensions Questionnaire; SE, standard error; VAS, visual analog scale.
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domains [7], similar to previous HRQoL work in this disease,
but this MID has been validated in only four domains (physical
functioning, emotional functioning, social functioning, and
global QoL). Thus, the MID analysis for the other domains
should be interpreted with caution. In addition, the MID for
EQ-5D, although commonly used in clinical studies, has not
been validated in melanoma patients. Because the analyses in
this study were exploratory, P values have not been adjusted for
multiplicity and must be interpreted with caution. In addition
to the statistical analyses, differences should be assessed accord-
ing to MID to identify clinically meaningful data. Finally, the
high attrition rate in the dacarbazine arm, possibly due to death
and/or disease progression (median PFS 2.2 versus 5.1 months
with nivolumab) [3], limited the comparative analyses at later
time points in the study. More specifically, there was a signifi-
cant difference between early and late dropout between treat-
ment arms for both the EORTC QLQ-C30 and EQ-5D
instruments, indicating that patients in the dacarbazine arm
were more likely to dropout earlier than those in the nivolumab
arm. A significant interaction between dropout, treatment, and

time was observed for the EQ-5D VAS according to a PMM that
was used to test the impact of missing data on treatment results.
It is possible that the missing data for the EQ-5D VAS may not
be considered at random, indicating that the MMRM results
might be biased.
This study presents the results from a multi-step analytical plan,

considering data descriptively, cross-sectionally, and longitudinal-
ly, along with a PMM sensitivity analysis, so that conclusions are
supported by a range of analytical methods. In CheckMate 066,
nivolumab was associated with maintenance of HRQoL baseline
levels over time, in addition to the survival benefits and a manage-
able adverse event profile. The HRQoL results presented for this
study further support the clinical benefit of nivolumab in patients
with advanced melanoma and show that nivolumab provides
long-term quality of survival benefit in this population. In the
future, the HRQoL analyses carried out here should be replicated
for nivolumab versus other standards of care or emerging therap-
ies and be stratified by patient subgroup characteristics (e.g. BRAF
mutation and PD-L1 expression status) to further delineate the
clinical value of nivolumab in advanced melanoma.

Hazard ratio (95% CI) = 0.65 (0.46–0.92);
P = 0.014
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Figure 2. (A) Time from randomization to first deterioration of EORTC QLQ-C30 global health status/QoL score based on MID. (B) Time from randomiza-
tion to first deterioration of EORTC QLQ-C30 physical functioning score based on MID. EORTC QLQ-C30, European Organisation for Research and
Treatment of Care Core Quality of Life Questionnaire; HR, hazard ratio; MID, minimally important difference.
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