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Abstract

Background Eligibility criteria and endpoints for cancer cachexia trials—and whether weight loss should be included—remain
controversial. Although most cachexia trials enrol patients after initial cancer diagnosis, few studies have addressed whether
weight loss well after a cancer diagnosis is prognostic.

Methods We pooled data from non-small cell lung cancer patients from prospectively conducted trials within the Alliance for
Clinical Trials in Oncology (1998-2008), a nationally funded infrastructure. We examined (i) weight data availability and weight
changes and (ii) survival.

Results A total of 822 patients were examined. Of these, 659 (80%) were on treatment at the beginning of Cycle 2 of che-
motherapy; weight was available for 656 (80%). By Cycles 3 and 4, weight was available for 448 (55%) and 384 (47%), respec-
tively. From baseline to immediately prior to Cycle 2, 208 (32%) gained weight; 225 (34%) lost <2% of baseline weight; and 223
(34% of 656) lost 2% or more. Median survival from the beginning of Cycle 2 was 13.0, 10.9, and 6.9 months for patients with
weight gain, weight loss of <2%, and weight loss of 2% or more, respectively. In multivariate analyses, adjusted for age, sex,
performance score, type of treatment, and body mass index, weight loss of 2% or more was associated with poor overall sur-
vival compared with weight gain [hazard ratio (HR) = 1.66; 95% confidence interval (Cl): 1.33—-2.07; P < 0.001] and compared
with weight loss of <2% (HR = 1.57; 95% Cl: 1.27-1.95; P < 0.001). Although weight loss of <2% was not associated with poorer
overall survival compared with weight gain, it was associated with poorer progression-free survival (HR = 1.24; 95% CI: 1.01-
1.51; P = 0.036). Similar findings were observed in a separate 255-patient validation cohort.

Conclusions Weight should be integrated into cancer cachexia trials because of its ease of frequent measurement and
sustained prognostic association.
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Introduction patients with advanced, incurable cancer. It is a syndrome

characterized by weight loss, poor appetite, attrition of both
The selection of appropriate eligibility criteria and endpoints  lean tissue and fat but especially the former, an otherwise in-
for cancer cachexia clinical trials is an area of avid interest explicable increase in basal metabolic rate, a decline in pa-
and unresolved debate. Cachexia occurs in the majority of tient functional status, and poor survival. Indeed, the
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multifaceted nature of this constellation of signs and symp-
toms only adds to the quandary of choosing the most appro-
priate clinical trial eligibility criteria and endpoints.*™ Not
surprisingly, the recent unsuccessful cancer cachexia clinical
trials have prompted only further discussion of clinical trial
design and choice of appropriate eligibility criteria and
endpoints.*”’

Simple, unadorned, and inexpensive, weight has, at times,
been incorporated into cancer cachexia trials.*° Dewys and
others have shown that among 3047 chemotherapy-naive pa-
tients with cancer, self-reported weight loss over the preced-
ing 6 months at clinical trial entry predicts an early demise.**
Several other studies have confirmed this observation, show-
ing that weight loss at the time of cancer diagnosis or at the
time of another hallmark baseline appraisal predicts an early
demise. In fact, a large, often-cited, international consensus
statement incorporates weight loss into its definition of can-
cer cachexia.*

Despite the above, several investigators have questioned
the role of weight in cancer cachexia trials. The complexity
of body composition within the context of cancer is such that
some investigators have suggested that measurements of
specific body compartments with perhaps modalities such
as computerized tomography should surpass the role of
weight loss in assessing outcomes in cachexia trials. Addition-
ally, although baseline weight loss is associated with a poor
prognosis, few studies have addressed whether ongoing
weight loss—or weight gain—after the initiation of chemo-
therapy carries any association with survival. Hence, the cur-
rent study was undertaken with a twofold set of goals. First, it
sought to characterize the weight trajectory of patients with
non-small cell lung cancer and to assess patient dropout rates
over time in order to speculate on whether a tool such as
computerized tomography, typically used to assess tumour
response/body composition at 6-8 week intervals in contrast
to weight at 3—4 week intervals, appears to generate compa-
rable data for cachexia assessment. Second, the current study
sought to determine whether weight change after initiation
of chemotherapy—a so-called landmark analysis, with the
term ‘landmark’ used here as a statistical term—is a predic-
tive marker, as opposed to only a baseline marker, of progno-
sis. Importantly, this study relied on prospectively gathered,
multi-institutional, United States’ government-funded data
to address the foregoing goals.

Methods
Overview
The Mayo Clinic Institutional Review Board and the Alliance

for Clinical Trials in Oncology approved the study protocol
prior to initiation and reporting of analyses. The current study

sought to understand patterns of weight loss during chemo-
therapy and justification—or lack thereof—for the
incorporation of weight data in future cancer cachexia clinical
trials as an eligibility criterion and early indicator of long-term
outcome.

Clinical trial selection

The current study focused on therapeutic trials in patients
with non-small cell lung cancer within the North Central Can-
cer Treatment Group (now integrated into and renamed the
Alliance for Clinical Trials in Oncology), which enrolled pa-
tients from 1998 through 2008, with the exception of the fol-
lowing: (i) those that included surgery or concurrent radiation
as part of the tested therapeutic intervention, as the inclu-
sion of such studies would have introduced an unacceptable
degree of patient and clinical outcome heterogeneity; (ii)
those with irretrievable archival information about the study
protocol or data set; and (iii) those that had been closed to
enrolment prior to completion of planned accrual.

The current study relied on pooled individual patient data
from non-small cell lung cancer clinical trials (Table 1). This
cancer type was chosen because non-small cell lung cancer
is the most common cause of cancer-related death in the
United States and because it has been the focus of at least
two large, multisite cancer cachexia clinical trials.*”’

Statistical analyses

Patient demographics and baseline characteristics including
age, sex, race, height, weight, body mass index (BMlI), perfor-
mance score (PS), and disease stage were summarized using
mean (with standard deviation) or median (with range) values
for continuous variables and frequencies (with percentage)
for categorical variables. The percentage of patients with
weight data and reasons for missing weight data at each
treatment cycle were summarized. Percent weight loss at
each treatment cycle was summarized using mean (standard
deviation) and median values (range) and plotted by number
of treatment cycles. Weight measurements were inspected
for outliers and corrected in the event of an apparent data
entry error (seven cases). Missing weight measurements
were imputed by linear interpolation when weight was
recorded for the immediately preceding and following cycles
(four cases). A linear regression model was built to determine
the association between baseline factors and percent weight
change between the start of Cycles 1 and 2. Due to the large
number of patients dropping off these trials due to death,
disease progression, adverse events, and other reasons, a
model for weight change beyond Cycle 2 was deemed
meaningless and not considered.
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Table 1 Included trials

Trial identifier Dates of accrual Sample size Cancer therapy

NO0528 08/08/2007-11/24/2008 96 (A) Gemcitabine + carboplatin + cediranib vs. (B) gemcitabine + carboplatin
N0426 07/06/2006-01/25/2007 48 Pemetrexed + bevacizumab

N0326 02/10/2005-06/09/2005 25 Sorafenib

N0323 04/30/2004-10/19/2006 52 Temsirolimus

N0222 12/03/2004-02/22/2006 62 (A) Carboplatin + paclitaxel followed by gefitinib vs. (B) gefitinib

N0026 09/05/2001-05/23/2003 150 (A, B, C) Pemetrexed + gemcitabine (administered via different schedules)
N0022 04/30/2001-03/06/2002 58 Vinorelbine

N9921 02/02/2000-02/07/2001 49 Carboplatin + paclitaxel

982453 12/15/1999-03/30/2001 36 Irinotecan + docetaxel

982452 03/08/1998-06/12/2000 99 (A, B) Docetaxel + gemcitabine (administered via different schedules)
972451 06/01/1999-04/06/2004 147 (A) Carboxy-amino-imidazole (CAl) vs. (B) placebo

Overall survival and progression-free survival were esti-
mated using the Kaplan—Meier estimator. Time to death
and to disease progression were measured from the start of
Cycle 2. Landmark Cox proportional hazards regression
models were used to determine the effect of
post-treatment weight change on overall survival and
progression-free survival. The proportional hazards assump-
tion was checked using scaled Schoenfeld residuals. All
models reported in this study satisfied the proportional
hazards assumption. All statistical tests were conducted at
the two-sided significance level of 0.05. All analyses were
conducted using SAS version 9.4 and R version 3.4.2.

Results
Patient and trial characteristics

Eleven non-small cell lung cancer trials were used for the cur-
rent study’s primary analyses, which encompassed a total of
822 patients (Table 1).

Table 2 shows the frequency and percentage of patients
with complete weight data by chemotherapy treatment cycle
and reasons why weight data were not available. At the
beginning of Cycle 2, weight data were available for 656

(80%) patients. Reasons why weight data were not available
included the following: 20 (2%) patients died on study, 75
(9%) went off study due to disease progression, and 68
(8%) went off study for other reasons that included adverse
events or choice of alternative treatment (Table 2). By the be-
ginning of Cycle 3, weight data were available for only 448
(55%) patients. By this time, the number of patients who
went off study due to disease progression increased to 229
(28%). At the start of chemotherapy Cycle 4, weight data
were available for 384 (47%) patients, while the number of
patients who went off treatment due to disease progression
increased to 267 (33%). The number of patients on study with
missing weight data was negligible across all time points (four
patients, 0.5%). Figure 1 shows the weight trajectory of pa-
tients by availability of weight data. Patients who went off
treatment prior to the beginning of chemotherapy Cycle 2
or 3 experienced more weight loss than patients who
remained on treatment at Cycle 4.

Weight loss between chemotherapy Cycles 1 and 2

The mean weight change between cycles 1 and 2 of cancer
treatment was —1.1% (standard deviation: 3.2) with median
—0.8% (range: —15.6% to 11.9%). From baseline to immedi-
ately prior to Cycle 2 of cancer treatment, 208 (32% of 656)

Table 2 Reasons for availability and unavailability of patient data (percentages denote the percentage of 822 patients with Cycle 1 weight data)

Start of Cycle 3 (%) Start of Cycle 4 (%)

Status Start of Cycle 2 (%)
Available patient data 656 (80)
Unavailable patient data
Death on study 20 (2.4)
Disease progression 75 (9.1)
Adverse events or complications 25 (3.0)
Other medical complication 4(0.5)
Patient withdrawal or refusal 29 (3.5)
Alternate treatment 2(0.2)
Other reason 8(1.0)
Missing weight 3(0.4)

448 (55) 384 (47)
26 (3.2) 31 (3.8)
229 (27.9) 267 (32.5)
53 (6.4) 66 (8.0)
4(0.5) 6 (0.7)

43 (5.2) 47 (5.7)
4(0.5) 6 (0.7)

11 (1.3) 11 (1.3)

4 (0.5) 4 (0.5)
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Figure 1 Weight change by treatment cycle. Cl, confidence interval.

patients gained weight, 225 (34% of 656) lost between 0 and
2%, and 223 (34% of 656 patients with Cycle 1 weight data)
lost more than 2%. Table 3 shows patient characteristics by
weight change. Linear regression models that examined the
associations between weight loss and a variety of variables,
specifically age (65 years of age or older versus younger);
sex, PS, BMI (categorized as underweight at </=18.5, normal
weight at 18.5 to 24.9, overweight at 25 to 29.9, or obese
at 30 or greater), and trial and treatment arm (accounting
for time effect and type and line of treatment) revealed that
baseline BMI classified as overweight was associated with
more weight loss [0.7%; 95% confidence interval (Cl): 0.14—
1.26%; P = 0.015] compared with normal BMI. The pattern
of weight loss varied according to treatment trial/arm (overall
P < 0.001).

Weight loss and survival

Weight change in the first cycle of cancer treatment was clas-
sified into three categories: any amount of weight gain
(n = 208), weight loss less than 2% (n = 225), and weight loss
of 2% or more (n = 223). The median survival time from the
beginning of Cycle 2 was 13.0, 10.9, and 6.9 months for pa-
tients with any weight gain, with weight loss of <2%, and with
loss of 2% or more, respectively. Compared with weight gain
and to weight loss of <2%, weight loss of 2% or more showed
a statistically significant association with poor survival (Figure
2). In the multivariate Cox model, risk of overall mortality was
higher with weight loss >2% compared with weight gain [haz-
ard ratio (HR) = 1.66; 95% CI: 1.33-2.07; P < 0.001] and

compared with loss of <2% (HR = 1.57; 95% Cl: 1.27-1.95;
P < 0.001) (Table 4). There was no statistically significant sur-
vival difference between weight gain and weight loss of <2%.
Other variables adjusted for in the multivariate Cox model in-
cluded age (no association with survival); sex (male patients
had higher risk of mortality; HR = 1.46; 95% Cl: 1.23-1.73;
P < 0.001 compared with female patients); PS (poorer scores
were associated with higher mortality; HR = 1.27; 95% Cl:
1.06-1.53; P = 0.01; HR = 2.24; 95% ClI: 1.60-3.12;
P < 0.001; for PS of 1 or 2 compared with 0, respectively);
baseline BMI (higher BMI was associated with lower mortal-
ity; HR = 0.80; 95% Cl: 0.66-0.96; P = 0.02; HR = 0.73; 95%
Cl: 0.58-0.93; P = 0.01; for overweight or obese compared
with normal, respectively).

Similar analyses with progression-free survival indicate
that weight loss of 2% or more was associated with poorer
outcomes compared with weight loss of <2% (HR = 1.24;
95% Cl: 1.01-1.53; P = 0.037) and compared with weight gain
(HR = 1.54; 95% Cl: 1.24-1.91; P < 0.001) (Figure 3). In con-
trast to what was observed in overall survival, weight loss
of <2% was associated with poorer progression-free survival
compared with weight gain of any amount (HR = 1.24; 95%
Cl: 1.01-1.51; P = 0.036) (Table 4). Male patients had poorer
progression-free survival (HR = 1.36; 95% Cl: 1.49-1.60;
P < 0.001). Patients 65 years of age or older had better
progression-free survival (HR = 0.80; 95% Cl: 0.66—0.97;
P =0.02).

To validate the above observations, we applied these
analyses to data from a separate 312-patient trial.’®> Data
for weight change after the initiation of cancer therapy
were available for 255 (82%) patients enrolled in the trial.
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Table 3 Patient demographics based on weight change from Cycle 1 to 2
Weight gain (N = 208) Weight loss <2.0% (N = 225) Weight loss >2.0% (N = 223) P value
Age 0.9199°
Mean (SD) 66.2 (10.15) 66.2 (10.12) 65.7 (10.38)
Median (range) 67 (38, 91) 67 (33, 91) 67 (37, 90)
Sex, n (%) 0.5782°
Female 87 (41.8) 85 (37.8) 94 (42.2)
Male 121 (58.2) 140 (62.2) 129 (57.8)
Race, n (%) 0.8360"
White 185 (96.9) 182 (94.3) 177 (95.2)
Other 6 (3.1) 11 (5.7) 9 (4.8)
Missing 17 32 37
Baseline BMI 0.1543°
Mean (SD) 25.9 (4.86) 27.0 (5.95) 26.8 (5.15)
Median (range) 25.4 (15.1, 41.6) 26.2 (15.8, 47.0) 26.5 (15.5, 48.0)
Baseline BMI category, n (%) 0.1149°
Normal weight 84 (41.2) 82 (37.4) 66 (32.0)
Obese 34 (16.7) 56 (25.6) 45 (21.8)
Overweight 77 (37.7) 74 (33.8) 90 (43.7)
Underweight 9 (4.4) 7 (3.2) 5(2.4)
Missing 4 6 17
Performance score, n (%) 0.2782°
0 95 (45.7) 97 (43.1) 83 (37.2)
1 103 (49.5) 120 (53.3) 125 (56.1)
2 10 (4.8) 8 (3.6) 15 (6.7)
Disease stage, n (%) 0.1730°
A 0 (0.0) 0 (0.0) 0 (0.0)
1B 32 (16.1) 41 (19.2) 29 (13.6)
I\ 164 (82.4) 171 (80.3) 184 (86.4)
Other 3(1.5) 1(0.5) 0 (0.0)
Missing 9 12 10

BMI, body mass index; SD, standard deviation.

*Kruskal-Wallis P value.
*x? P value.

P <0.001
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Figure 2 Overall survival curves from beginning of Cycle 2 by weight loss between Cycle 1 and immediately prior to Cycle 2.

Of these 255 patients, 110 (43%) gained weight, 80 (31%)
lost <2%, and 65 (26%) lost 2% or more. Kaplan—Meier sur-
vival curves were stratified by weight change categories in
the same order observed in the analysis above (Figure 4).
In multivariate Cox model adjusted for age, sex, PS,

baseline BMI, and treatment, weight loss of 2% or more
in the first cycle was associated with poorer survival
compared with weight gain (HR = 1.46; 95% Cl:
1.04-2.04; P = 0.03), but presumably because of small
numbers and compromised power, no statistically
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Table 4 Results from multivariate cox models

Overall mortality (inverse of OS)

Treatment failure (inverse of PFS)

Variables Hazard ratio (95% confidence interval) P value Hazard ratio (95% confidence interval) P value
Weight change® <0.001° <0.001°

Gained 1 1

Lost <2% 1.05 (0.86-1.29) 0.625 1.24 (1.01-1.51) 0.036

Lost >2% 1.66 (1.33-2.07) <0.001 1.54 (1.24-1.91) <0.001
Sex

Female 1

Male 1.46 (1.23-1.73) <0.001 1.36 (1.49-1.60) <0.001
Age

<65 years 1 1

>65 years 0.89 (0.74-1.08) 0.239 0.80 (0.66-097) 0.020
Baseline BMI 0.033° 0.246%

Normal 1 1

Underweight 0.92 (0.58-1.44) 0.702 1.14 (0.72-1.78) 0.583

Overweight 0.80 (0.66-0.96) 0.020 0.89 (0.74-1.08) 0.242

Obese 0.73 (0.58-0.93) 0.010 0.82 (0.65-1.02) 0.079
Performance score 0.001° 0.059°

0 1 1

1 1.27 (1.06-1.53) 0.011 1.20 (1.00-1.43) 0.046

>2 2.24 (1.60-3.12) <0.001 1.37 (0.99-1.89) 0.059
Trial/arm® 0.003 0.013

BMI, body mass index; OS, overall survival; PFS, progression-free survival.

°*Overall P value.

"Due to a large number of combinations, HRs (hazard ratios) by trial/arm combinations are not listed.
‘Weight lost >2% vs. lost <2%: Overall mortality HR (95% Cl) = 1.57 (1.27-1.95), P < 0.001; Treatment failure HR (95% Cl) = 1.24 (1.01-

1.53), P = 0.037.
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Figure 3 Progression-free survival curves from beginning of Cycle 2 by weight loss between Cycle 1 and immediately prior to Cycle 2.

significant associations with respect to survival were

observed with the other weight comparisons.

Discussion

This study shows that weight is a dynamically changing,
time-dependent variable in cancer patients, that its decline

is associated with poor clinical outcomes, and that enrolling
weight-losing patients on cachexia trials well after their initial
cancer diagnosis is clinically and prognostically justified. Even
a moderate weight loss of 2% or more early in the treatment
course can be predictive of poorer overall survival. This asso-
ciation between weight loss of 2% or more and survival were
highly significant (<0.001) and robust even when one adjusts
for multiple comparisons (three pairwise between weight
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change categories) with conservative Bonferroni corrections.
Furthermore, patients actually did gain weight with cancer
therapy, a favourable, previously reported observation that
prompted us to evaluate data based on weight gain as the
referent.'* Although computerized tomography scans are in-
creasingly recognized for their ability to measure body
compartment-based tissue loss, the data presented here sug-
gest that the simple measurement of weight over time offers
advantages.’>*® Patient dropout rates were extreme to the
point of making analyses meaningless around the time that
computerized tomography scans are typically obtained
(6—8 weeks from start of cancer therapy) and thereby suggest
the current practice of commandeering these scans to as-
sess body composition results in high rates of missing data
and potentially even flawed conclusions. Taken together,
the data presented here show that weight is a reliably
trackable endpoint for cancer cachexia trials and that its
use carries important, sustained clinical prognostic rele-
vance over time.

The use of a landmark analysis—with the term ‘landmark’
used here as a statistical term—is important but not unprec-
edented. Kimura and others used a similar approach when
analysing data from 134 non-small cell lung cancer patients.'”
The data presented here build on this important prior work
by increasing the sample size by more than sixfold, by using
prospectively gathered data (as opposed to retrospective
data in the Kimura study) and by integrating a validation set
into the study design. In effect, the study reported here
serves not only to confirm the findings from Kimura and
others but also to provide definitive evidence that weight loss
over time is meaningful both from a clinical and research per-
spective. Weight loss should continue to be an eligibility crite-
rion for cachexia trials post-cancer diagnosis and should be

measured in clinical trials aimed at testing new approaches
to palliate cancer cachexia.

Interestingly, weight gain appears to be associated with
improved progression-free survival compared with even a
negligible amount of weight loss (2%). The fact that similar
findings were not observed for overall survival is likely reflec-
tive of the high likelihood that, over time, patients went on to
receive a variety of other cancer treatment that favourably
impacted overall survival but would not have impacted the
more immediate progression-free survival outcome. This as-
sociation between weight gain and progression-free survival
only further underscores the value of using weight—including
weight gain—as a clinically relevant endpoint in cancer ca-
chexia trials.

This study has both strengths and weaknesses. The fact
that this study used prospectively gathered data from a
multi-institutional setting is a major strength. To our knowl-
edge, such data have been analysed in this manner for the
first time. Similarly, although this study did not incorporate
clinical trials that tested immunotherapy, it did incorporate
a variety of agents that are currently a part of state-of-the-
art cancer care. Thus, the observations reported here are
relevant to contemporary oncology. With respect to weak-
nesses, one might argue that a study that focuses on weight
lacks the novelty that one might encounter in a study that
focuses on a new molecular marker. However, we counter
this so-called potential weakness by underscoring the
pragmatic nature of these findings. Nearly all patients who
visit an oncology clinic are weighed frequently over time;
thus, the findings reported here carry widespread clinical
relevance. Additionally, the information reported here is
critical to the conduct of future cancer cachexia studies and
provides justification for enrolling patients who have already
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begun chemotherapy and continue to lose weight to such
trials. These weight-losing patients carry a poor prognosis,
should remain candidates for future cancer cachexia trials,
and should be monitored on these trials for changes in
weight.

In summary, the findings from this 800+ patient cohort and
a 200+ patient validation cohort have value from a clinical
and research standpoint. Simple weight measurements
should continue to be integrated into clinical care as well as
into future cancer cachexia clinical trials.

Author contributions

The authors’ responsibilities were as follows. J.L. and A.J. con-
ceived and designed the study; J.L., C.L., and E.W. acquired
the data; J.L., C.L,, EW., and A.J. wrote the manuscript; and
J.L,, C.L, EW,, N.R.F, SJ.M., X.W., RK., AA, and Al. read
and approved the final version.

Conflict of interest

None of the authors reported a conflict of interest related to
the study.

Funding

This work was supported by the Fred C and Katherine B An-
dersen Foundation and by RO1CA195473. A.J. is the Betty J.
Foust and Parents’ Professor of Oncology.

Ethical statement

The authors of this manuscript certify that they comply with
the ethical guidelines for authorship and publishing in the
Journal of Cachexia, Sarcopenia and Muscle.*®

cancer (NSCLC) patients with cachexia.
Ann Oncol 2017;28:1949-1956, PMID:
28472437.

placebo-controlled

et al. An

Cancer Treatment Group and
Institute of Canada

Clin  Oncol

References

. Crawford J. What are the criteria for re- 7. Temel JS, Abernethy AP, Currow DC, Friend
sponse to cachexia treatment? Ann Palliat J, Duus EM, Yan Y, et al. Anamorelin in pa-
Med 2019;8:43-49. tients with non-small-cell lung cancer and ca-

. Laird BJA, Balstad TR, Solheim TS. End- chexia (ROMANA 1 and ROMANA 2): results
points in clinical trials in cancer cachexia: from two randomised, double-blind, phase 3
where to start? Curr Opin Support Palliat trials. Lancet Oncol 2016;17:519-531, Epub
Care 2018;12:445-452. 2016 Feb 20. PMID:26906526.

. Fearon K, Argiles JM, Baracos VE, Bernabei 8. Jatoi A, Steen PD, Atherton PJ, Moore DF,
R, Coats A, Crawford J, et al. Request for Rowland KM, Le-Lindgwister NA, et al.
regulatory guidance for cancer cachexia in- A double-blind,
tervention trials. J Cachexia Sarcopenia randomized trial of creatine for the cancer
Muscle 2015;6:272-274. anorexia/weight loss syndrome (N02C4): an

. Crawford J, Prado CM, Johnston MA, Gralla Alliance trial. Ann Oncol 2017;28:1957-1963.
RJ, Taylor RP, Hancock ML, et al. Study de- 9. Jatoi A, Rowland K, Loprinzi CL, Sloan JA,
sign and rationale for the phase 3 clinical Dakhil SR, MacDonald N,
development program of enobosarm, a se- eicosapentaenoic acid supplement versus
lective androgen receptor modulator, for megestrol acetate versus both for patients
the prevention and treatment of muscle with cancer-associated wasting: a North
wasting in cancer patients (POWER trials). Central
Curr Oncol Rep 2016;18:37, Review. PMID: National Cancer
27138015. collaborative  effort. J

. Katakami N, Uchino J, Yokoyama T, Naito T, 2004;22:2469-2476.

Kondo M, Yamada K, et al. Anamorelin  10. Wiskemann J, Clauss D, Tjaden C, Hackert
(ONO-7643) for the treatment of patients T, Schneider L, Ulrich CM, et al. Progressive
with non-small cell lung cancer and ca- resistance training to impact physical fit-
chexia: results from a randomized, ness and body weight in pancreatic cancer
double-blind, placebo-controlled, multi- patients: a randomized controlled trial.
center study of Japanese patients (ONO- Pancreas 2019;48:257-266.

7643-04). Cancer 2018;124:606-616, Epub  11. Dewys WD, Begg C, Lavin PT, Band PR,
2017 Dec 4. Bennett JM, Bertino JR, et al. Prognostic ef-

. Currow D, Temel IS, Abernethy A, fect of weight loss prior to chemotherapy
Milanowski J, Friend J, Fearon KC. ROMANA in cancer patients. Eastern Cooperative On-
3: a phase 3 safety extension study of cology Group. Am J Med 1980;69:491-497.
anamorelin in advanced non-small-cell lung  12. Fearon K, Strasser F, Anker SD, Bosaeus |,

Bruera E, Fainsinger RL, et al. Definition
and classification of cancer cachexia: an in-
ternational consensus. Lancet Oncol

13.

14.

15.

16.

17.

18.

2011;12:489-495, Epub 2011 Feb 4. Re-
view. PMID: 21296615.

Edelman MJ, Wang X, Hodgson L, Cheney
RT, Baggstrom MQ, Thomas SP, et al.
Phase Ill randomized, placebo-controlled,
double-blind trial of celecoxib in addition
to standard chemotherapy for advanced
non-small cell lung cancer with cyclooxy-
genase overexpression: CALGB 30801
(Alliance). J Clin Oncol 2017;35:2184-2192.
Martin L, Watanabe S, Fainsinger R, Lau F,
Ghosh S, Quan H, et al. Prognostic factors
in patients with advanced cancer: use of
the patient-generated subjective global as-
sessment in survival prediction. J Clin Oncol
2010;28:4376—4383.

Prado CM. Body composition in chemo-
therapy: the promising role of CT scans.
Curr Opin Clin  Nutr Metab Care
2013;16:525-533.

Prado CM, Heymsfield SB. Lean tissue im-
aging: a new era for nutritional assessment
and intervention. JPEN J Parenter Enteral
Nutr 2014;38:940-953, Epub 2014 Sep 19.
Review. Erratum in: JPEN J Parenter Enteral
Nutr. 2016 Jul;40(5):742.

Kimura M, Naito T, Kenmotsu H, Taira T,
Wakuda K, Oyakawa T, et al. Prognostic im-
pact of cancer cachexia in patients with ad-
vanced non-small cell lung cancer. Support
Care Cancer 2015;23:1699-1708, Epub
2014 Nov 29.

von Haehling S, Morley JE, Coats AJS, Anker
SD. Ethical guidelines for publishing in the
Journal of Cachexia, Sarcopenia and Mus-
cle: update 2019. J Cachexia Sarcopenia
Muscle 2019;10:1143-1145.

Journal of Cachexia, Sarcopenia and Muscle 2020; 11: 1501-1508

DOI: 10.1002/jcsm.12625




<<
  /ASCII85EncodePages false
  /AllowTransparency false
  /AutoPositionEPSFiles false
  /AutoRotatePages /None
  /Binding /Left
  /CalGrayProfile (Dot Gain 20%)
  /CalRGBProfile (sRGB IEC61966-2.1)
  /CalCMYKProfile (U.S. Web Coated \050SWOP\051 v2)
  /sRGBProfile (sRGB IEC61966-2.1)
  /CannotEmbedFontPolicy /Error
  /CompatibilityLevel 1.3
  /CompressObjects /Off
  /CompressPages true
  /ConvertImagesToIndexed true
  /PassThroughJPEGImages true
  /CreateJobTicket false
  /DefaultRenderingIntent /Default
  /DetectBlends false
  /DetectCurves 0.1000
  /ColorConversionStrategy /LeaveColorUnchanged
  /DoThumbnails false
  /EmbedAllFonts true
  /EmbedOpenType false
  /ParseICCProfilesInComments true
  /EmbedJobOptions true
  /DSCReportingLevel 0
  /EmitDSCWarnings false
  /EndPage -1
  /ImageMemory 1048576
  /LockDistillerParams true
  /MaxSubsetPct 100
  /Optimize false
  /OPM 1
  /ParseDSCComments true
  /ParseDSCCommentsForDocInfo true
  /PreserveCopyPage false
  /PreserveDICMYKValues true
  /PreserveEPSInfo false
  /PreserveFlatness true
  /PreserveHalftoneInfo false
  /PreserveOPIComments false
  /PreserveOverprintSettings true
  /StartPage 1
  /SubsetFonts true
  /TransferFunctionInfo /Apply
  /UCRandBGInfo /Remove
  /UsePrologue false
  /ColorSettingsFile ()
  /AlwaysEmbed [ true
  ]
  /NeverEmbed [ true
  ]
  /AntiAliasColorImages false
  /CropColorImages true
  /ColorImageMinResolution 300
  /ColorImageMinResolutionPolicy /OK
  /DownsampleColorImages false
  /ColorImageDownsampleType /Bicubic
  /ColorImageResolution 300
  /ColorImageDepth 8
  /ColorImageMinDownsampleDepth 1
  /ColorImageDownsampleThreshold 1.50000
  /EncodeColorImages true
  /ColorImageFilter /FlateEncode
  /AutoFilterColorImages false
  /ColorImageAutoFilterStrategy /JPEG
  /ColorACSImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /ColorImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000ColorACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000ColorImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasGrayImages false
  /CropGrayImages true
  /GrayImageMinResolution 300
  /GrayImageMinResolutionPolicy /OK
  /DownsampleGrayImages false
  /GrayImageDownsampleType /Bicubic
  /GrayImageResolution 300
  /GrayImageDepth 8
  /GrayImageMinDownsampleDepth 2
  /GrayImageDownsampleThreshold 1.50000
  /EncodeGrayImages true
  /GrayImageFilter /FlateEncode
  /AutoFilterGrayImages false
  /GrayImageAutoFilterStrategy /JPEG
  /GrayACSImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /GrayImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000GrayACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000GrayImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasMonoImages false
  /CropMonoImages true
  /MonoImageMinResolution 1200
  /MonoImageMinResolutionPolicy /OK
  /DownsampleMonoImages false
  /MonoImageDownsampleType /Bicubic
  /MonoImageResolution 1200
  /MonoImageDepth -1
  /MonoImageDownsampleThreshold 1.50000
  /EncodeMonoImages true
  /MonoImageFilter /CCITTFaxEncode
  /MonoImageDict <<
    /K -1
  >>
  /AllowPSXObjects false
  /CheckCompliance [
    /PDFX1a:2001
  ]
  /PDFX1aCheck true
  /PDFX3Check false
  /PDFXCompliantPDFOnly false
  /PDFXNoTrimBoxError false
  /PDFXTrimBoxToMediaBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXSetBleedBoxToMediaBox true
  /PDFXBleedBoxToTrimBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXOutputIntentProfile (Euroscale Coated v2)
  /PDFXOutputConditionIdentifier (FOGRA1)
  /PDFXOutputCondition ()
  /PDFXRegistryName (http://www.color.org)
  /PDFXTrapped /False

  /CreateJDFFile false
  /Description <<
    /CHS <>
    /CHT <>
    /DAN <>
    /DEU <>
    /ESP <>
    /FRA <>
    /ITA (Utilizzare queste impostazioni per creare documenti Adobe PDF che devono essere conformi o verificati in base a PDF/X-1a:2001, uno standard ISO per lo scambio di contenuto grafico. Per ulteriori informazioni sulla creazione di documenti PDF compatibili con PDF/X-1a, consultare la Guida dell'utente di Acrobat. I documenti PDF creati possono essere aperti con Acrobat e Adobe Reader 4.0 e versioni successive.)
    /JPN <>
    /KOR <>
    /NLD (Gebruik deze instellingen om Adobe PDF-documenten te maken die moeten worden gecontroleerd of moeten voldoen aan PDF/X-1a:2001, een ISO-standaard voor het uitwisselen van grafische gegevens. Raadpleeg de gebruikershandleiding van Acrobat voor meer informatie over het maken van PDF-documenten die compatibel zijn met PDF/X-1a. De gemaakte PDF-documenten kunnen worden geopend met Acrobat en Adobe Reader 4.0 en hoger.)
    /NOR <>
    /PTB <>
    /SUO <>
    /SVE <>
    /ENG (Modified PDFX1a settings for Blackwell publications)
    /ENU (Use these settings to create Adobe PDF documents that are to be checked or must conform to PDF/X-1a:2001, an ISO standard for graphic content exchange.  For more information on creating PDF/X-1a compliant PDF documents, please refer to the Acrobat User Guide.  Created PDF documents can be opened with Acrobat and Adobe Reader 4.0 and later.)
  >>
  /Namespace [
    (Adobe)
    (Common)
    (1.0)
  ]
  /OtherNamespaces [
    <<
      /AsReaderSpreads false
      /CropImagesToFrames true
      /ErrorControl /WarnAndContinue
      /FlattenerIgnoreSpreadOverrides false
      /IncludeGuidesGrids false
      /IncludeNonPrinting false
      /IncludeSlug false
      /Namespace [
        (Adobe)
        (InDesign)
        (4.0)
      ]
      /OmitPlacedBitmaps false
      /OmitPlacedEPS false
      /OmitPlacedPDF false
      /SimulateOverprint /Legacy
    >>
    <<
      /AddBleedMarks false
      /AddColorBars false
      /AddCropMarks false
      /AddPageInfo false
      /AddRegMarks false
      /ConvertColors /ConvertToCMYK
      /DestinationProfileName ()
      /DestinationProfileSelector /DocumentCMYK
      /Downsample16BitImages true
      /FlattenerPreset <<
        /PresetSelector /HighResolution
      >>
      /FormElements false
      /GenerateStructure false
      /IncludeBookmarks false
      /IncludeHyperlinks false
      /IncludeInteractive false
      /IncludeLayers false
      /IncludeProfiles false
      /MultimediaHandling /UseObjectSettings
      /Namespace [
        (Adobe)
        (CreativeSuite)
        (2.0)
      ]
      /PDFXOutputIntentProfileSelector /DocumentCMYK
      /PreserveEditing true
      /UntaggedCMYKHandling /LeaveUntagged
      /UntaggedRGBHandling /UseDocumentProfile
      /UseDocumentBleed false
    >>
  ]
>> setdistillerparams
<<
  /HWResolution [2400 2400]
  /PageSize [612.000 792.000]
>> setpagedevice


