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Abstract

Purpose—Obese women and women who gain weight after a breast cancer diagnosis are at a
greater risk for breast cancer recurrence and death compared with lean women and women who do
not gain weight. In this population-based study, we assessed weight and body fat changes from
within the first year of diagnosis to within the third year after diagnosis, and whether any changes
in weight and body fat varied by demographic, prognostic, and lifestyle factors in 514 women with
incident Stage O-I11A breast cancer.

Methods—Women were participants in the Health, Eating, Activity, and Lifestyle (HEAL)
Study. Weight and body fat (via DEXA) were measured during the baseline visit and two years
later at a follow-up visit. Analysis of covariance methods were used to obtain mean weight and
body fat changes adjusted for potential cofounders.

Results—Women increased their weight and percent body fat by 1.7 + 4.7 kg and 2.1 + 3.9 %,
respectively, from within their first year of diagnosis to within their third year of diagnosis. A total
of 68% and 74% gained weight and body fat. Greater increases in weight were observed among
women diagnosed with a higher disease stage, younger age, being postmenopausal, and women
who decreased their physical activity from diagnosis to within 3 years after diagnosis (p for trend
< 0.05).

Conclusions—Weight and body fat increased in the post-diagnosis period. Future research
should focus on the effect of physical activity on weight and fat loss and breast cancer prognosis.
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INTRODUCTION

Weight gain and obesity are common occurrences in women diagnosed with breast cancer
(1-6). Gains in weight usually range from 2.0 to 6.0 kg during the first year of diagnosis;
however, greater gains are not uncommon. Evidence exists that post-diagnosis weight gain
may adversely affect survival among breast cancer survivors (7-9), and obesity at the time
of diagnosis is a negative prognostic factor that is associated with recurrent disease and
decreased survival (10-14). Both weight gain and obesity adversely affect risk for
cardiovascular disease, hypertension, and diabetes (15-17), conditions for which women
who have been diagnosed with breast cancer are at increased risk (18,19).

Multiple reasons for post-diagnosis weight gain in breast cancer survivors have been
suggested, including receiving chemotherapy, being or becoming postmenopausal after
diagnosis, decreased physical activity, and increased total caloric intake, although these
explanations have not been extensively studied (1-6). Most studies that have examined
changes in body weight after a diagnosis of breast cancer and factors associated with weight
gain have been of short study duration (e.g., only during treatment or within the first year)
and with small sample sizes (2,3,5,20,21). Few studies have measured body weight (most
rely on self-report) and even fewer studies have measured changes in body fat. Studies with
a larger number of patients, with a longer follow-up, using valid measures of body
composition are necessary so as to better define the real prognostic impact of gains in body
fat and weight in this setting.

To further investigate changes in body composition in the post diagnosis period, we
examined changes in body fat and weight from diagnosis to within three years after
diagnosis in 514 breast cancer survivors enrolled in the Health, Eating, Activity, and
Lifestyle (HEAL) Study, a population-based prospective cohort study. We also examined
the associations of demographic, prognostic, and lifestyle factors with changes in body fat
and weight.

METHODS

Study Setting, Subjects, and Recruitment

The HEAL study is a population-based, multi-center, multi-ethnic prospective cohort study
that has enrolled 1,223 breast cancer survivors who are being followed to determine whether
weight, physical activity, diet, sex hormones, and other exposures affect breast cancer
prognosis (22—-24). Women were recruited into the HEAL study through Surveillance,
Epidemiology, End Results (SEER) registries in New Mexico, Los Angeles County (CA),
and Western Washington. Details of the aims, study design, and recruitment procedures
have been published previously (22-24). Comparable data on body weight collected at both
visits were available only for New Mexico and Washington. Therefore these analyses were
limited to participants from those two sites.

Briefly, in New Mexico, 654 women, aged 18 years or older, diagnosed with in situ to Stage
I11A breast cancer between July 1996 and March 1999, and living in Bernalillo, Sante Fe,
Sandoval, Valencia, or Taos Counties were recruited for the HEAL Study. In Western
Washington, 202 women, between the ages of 40 and 64 years, diagnosed with in situ to
Stage I11A breast cancer between September 1997 and September 1998, and living in King,
Pierce, or Snohomish Counties were recruited. In both New Mexico and Washington, stage
of disease was based on the American Joint Committee on Cancer (AJCC) stage groupings:
0 (“insitu’), I, A, 11B, 111A, which are based on the tumor-node-metastasis system (25).
During the years of 1996 through 1999 when these women were diagnosed, there were no
major changes in the AJCC codes within SEER.
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Participants completed in-person interviews at baseline (within their first year after
diagnosis, 6 + 2 months from diagnosis) and two-years after the baseline visit (within their
third year after diagnosis, 31 £ 4 months from diagnosis). Among the 856 women enrolled at
baseline, a total of 39 women had a previous breast cancer diagnosis, a total of 47 women
did not have a baseline body weight measure; 220 women did not have a follow-up body
weight measure, 6 women did not complete the physical activity questionnaire at baseline,
and a total of 30 women had a recurrence of breast cancer between the two visits. Our
analyses are based on the remaining 514 women. Analyses involving body fat include a
reduced sample size of 132 women because of limited funds available to perform DEXA
scans. Women who had a DEXA scan were similar to the cohort of women included in the
full analyses in terms of baseline characteristics. Written informed consent was obtained
from each subject. The study was performed with the approval of the Institutional Review
Boards of participating centers, in accord with an assurance filed with and approved by the
U.S. Department of Health and Human Services.

Data Collection

Anthropometrics—Trained staff measured weight and height in a standard manner at the
clinic visit. With the women wearing light indoor clothing and no shoes, weight was
measured to the nearest 0.1 kg using a balance-beam laboratory scale. Height was measured,
also without shoes, to the nearest 0.1 cm using a stadiometer. All measurements were
performed and recorded twice in succession, averaged for a final value for analyses. Body
mass index (BM1) was computed as weight in kg divided by height in m2. Three mutually
exclusive BMI groups were created: lean weight (BMI < 25 kg/m?), overweight (25 kg/m? <
BMI < 30.0 kg/m?2), and obese (BMI > 30.0 kg/m?2) (26).

Percent body fat was measured from whole-body scans using a dual-energy x-ray
absorptiometry (DEXA) scanner (Lunar model DPX [GE Medical Systems, Milwaukee, WI]
in New Mexico; Hologic model QDR 1500 [Hologic Inc, Waltham, MA] in Washington).

Physical Activity Assessment—We collected information on physical activity using an
interview-administered questionnaire at a visit scheduled within the first and third years
after diagnosis. The questionnaire was based on the Modifiable Activity Questionnaire
developed by Kriska and colleagues, which was designed to be easily modified for use with
different populations, and which has been shown to be reliable and valid (27). The type,
duration, and frequency of activities performed in the past year were assessed. The sports/
recreation and household activity section of the questionnaire addressed 29 popular
activities.

We then estimated hours per week for each activity by multiplying frequency and duration
together. Two mutually exclusive groups were created based on type of activity, sports/
recreation including walking or household/gardening. Each activity was also categorized as
light (< 3 METS)-, moderate (3-6 METS)-, or vigorous (> 6 METS)-intensity based on
Ainsworth et al’s ‘Compendium of Physical Activities’ (28,29).

Stage of Disease and Cancer Treatment—We obtained data on disease stage from the
local SEER registries prior to recruitment of women into the HEAL Study (30). Adjuvant
treatment was categorized into three mutually exclusive groups: surgery only (including
those taking or not taking tamoxifen), surgery + radiation (including those taking or not
taking tamoxifen), or any chemotherapy (including surgery, those taking or not taking
tamoxifen, as well as those having radiation or not). We also were interested in looking at
tamoxifen use (adjusted for treatment group), thus two mutually exclusive groups were
created: not taking tamoxifen and taking tamoxifen.

J Clin Oncol. Author manuscript; available in PMC 2010 December 10.



1duasnuey Joyiny vd-HIN 1duasnuey Joyiny vd-HIN

1duasnuey Joyiny vd-HIN

Irwin et al.

Page 4

Other Variables—Standardized questionnaire information was collected on medical
history, reproductive histyor, family history of cancer, physician-diagnosed type 2 diabetes,
smoking status, and selected demographic data. Information on diet was collected via a food
frequency questionnaire (31).

Statistical Analyses

RESULTS

Means and standard deviations of physiological and demographic characteristics of the study
sample were calculated by study site, and differences in means were compared using t-tests
for continuous variables and chi-square analyses for categorical variables. We also
examined the proportion of breast cancer survivors gaining or losing body weight or body
fat over the two-year follow-up period.

We used analysis of covariance methods to estimate least squares means and test for
differences in body weight and body fat across categories of disease stage, adjuvant
treatment, age, menopausal status, tamoxifen use, BMI, study site, ethnicity, smoking status,
changes in total caloric intake, and changes in physical activity. Each analysis was adjusted
for the other factors except the variable of interest; for example, in comparing body weight
across disease stage, we adjusted for the other factors, but not disease stage. We used
Tukey's Honestly Significant Difference (HSD) test to identify statistically significant
differences between groups with the overall level of statistical significance constrained to
5%.

The mean age and BMI of participants were 56.3 + 10.5 years and 26.3 + 5.3 kg/m?,
respectively (Table I). Sixty-nine percent of women were postmenopausal. Seventy-eight
percent of the women had completed 12 years of high school, and 85% and 15% of the
women were non-Hispanic White and Hispanic White, respectively. Twenty-five percent,
57%, and 18% of the patients were diagnosed with in situ, Stage I, and Stage 1l to 111-A
breast cancer, respectively.

The mean weight and percent body fat change of participants were 1.7 + 4.7 kg and 2.1 +
3.9%, respectively with 68% of the sample gaining weight (mean weight gain = 3.9 £ 3.7
kg) and 74% gaining percent body fat (mean percent body fat gain = 3.6 £ 3.0%) (Figure I).
Among the 68% of women who gained weight, 31% gained less than 2.5 kg, 19% gained
between 2.5 and 4.9 kg, and 18% gained 5 kg or more (Figure 11). Among the 74% of
women who gained body fat, 36% gained less than 2.5%, 17% gained between 2.5 and
4.9%, and 21% gained 5% or more (Figure II).

We observed a statistically significant trend of increasing gains in weight with increasing
category of disease stage (p for trend = .0039), younger age groups (p for trend = .0001),
postmenopausal women (p < .05), and decreasing sports/recreational physical activity from
baseline to within 3 years after diagnosis (p for trend = .032) (Table Il). Because of the
observation of increasing weight gain among younger women, yet also with postmenopausal
women, we further examined changes in body weight stratified by both age groups and
menopausal status, and by age groups among only postmenopausal women (Table I11).
Postmenopausal women had greater weight gain compared to premenopausal women and
women who became postmenopausal after diagnosis for all age groups. When examining
weight gain by age groups among only postmenopausal women, we observed a significant
trend of greater weight gain among younger postmenopausal women compared to older
postmenopausal women, p for trend = .0020 (Table I1I).
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In unadjusted analyses, we observed greater weight gain among women receiving
chemotherapy than women receiving just surgery or surgery plus radiation (p < .05).
However, when we adjusted for potential confounders, weight gain was no longer greater
among women receiving chemotherapy compared to the other two treatment groups. To
determine which variables were the strongest confounders in the treatment and weight
change association, we analyzed the treatment data by adding each adjustment variable one
at a time as well as by examining the effect of treatment on weight change stratified by each
adjustment variable. No one variable significantly changed the treatment — weight change
association. However, when we stratified the analyses by menopausal status, in
postmenopausal women we observed nonsignificantly greater weight gain among women
receiving chemotherapy than women receiving just surgery or surgery plus radiation, but not
among premenopausal women or women who became postmenopausal after diagnosis (data
not shown). Further, when we stratified the analyses by change in sports/recreational
physical activity from baseline to within 3 years after diagnosis, in women who did not
increase their physical activity from baseline to within 3 years after diagnosis, we observed
greater weight gain among women receiving chemotherapy than women receiving just
surgery or surgery plus radiation (p = .061 and p = .048, respectively), but not among
women who increased their activity from baseline to within 3 years after diagnosis (data not
shown). This latter group actually had less weight gain among those receiving chemotherapy
compare to the two other treatment groups (p < .05). Thus, it appears that menopausal status
and physical activity had the strongest effect on the treatment and weight change
association. Lastly, we also examined the effect of type of chemotherapy (i.e., those taking
anthracycline-based chemotherapy vs. those not taking anthracycline-based chemotherapy)
on change in body weight. In unadjusted and adjusted analyses, we observed similar
amounts of weight gain in both chemotherapy groups (p = .68).

No significant associations were observed between changes in weight and family history of
breast cancer, family history of type 2 diabetes, physician-diagnosed type 2 diabetes,
cardiovascular disease, and education (data not shown).

We observed a statistically significant trend of increasing gains in body fat with decreasing
categories of BMI (p for trend = .050) and sports/recreational physical activity from baseline
to within 3 years after diagnosis (p for trend = .051) (Table V). The trend of increasing
gains in body fat associated with decreasing age approached significance (p for trend = .
061). No statistically significant associations were observed between changes in body fat
and disease stage, treatment, menopausal status, tamoxifen use, ethnicity, and change in total
caloric intake.

DISCUSSION

On average, breast cancer patients in our study gained 1.7 kg of weight and 2.1% body fat
over 2 years. More than 68% and 74% of the women experienced gains in weight and
percent body fat, respectively. The mean increases for those who gained weight and percent
body fat were 3.9 kg and 3.6%, with a range of 0.1 kg to 27.0 kg and 0.1% to 15.0%. The
weight gain that we observed is comparable to that reported by others in women with
recently diagnosed breast cancer. Goodwin et al (4) reported that 84% of 535 breast cancer
patients gained weight in the first year after diagnosis, with a mean weight gain of 1.6 kg
overall. In a study by Rock et al (1), 60% of 1116 women enrolled in the WHEL Study
reported weight gain from one year before diagnosis to within four years after diagnosis.
The mean weight gain was 2.7 kg.

The weight gain we and others have observed in breast cancer survivors is larger than that
observed by others in healthy women. Williamson et al (32) studied weight gain over a 10-
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year period in the 1970’s in 6,135 women who participated in the NHANES I Study. Over
10 years, women aged 45 to 55 years gained only 0.79 kg (0.08 kg/yr), whereas those aged
55 years and older lost weight. Our findings cannot be compared directly with the NHANES
| study, however, women with breast cancer may experience a greater weight gain than
women in the general population.

The effects of weight gain on breast cancer recurrence have been debated in the literature.
Some (7-9), but not all (33-37) investigators have associated weight gain with an earlier
disease recurrence. Camoriano et al (8) followed 646 breast cancer patients for a median of
6.6 years and found that premenopausal women who gained more than 5.9 kg were 1.5 times
more likely to relapse and 1.6 times more likely to die of their breast cancer than were
women gaining less weight.

Although it remains to be determined whether post-diagnosis weight gain influences risk for
progressive disease, it is known that weight gain adversely affects risk for cardiovascular
disease, hypertension, and diabetes (15-17). Furthermore, many studies have identified
obesity as an important negative prognostic factor for breast cancer survival (10-14). In a
review by Chlebowski et al (10), 17 of 26 studies found increased weight to be a significant
risk factor for recurrent disease and decreased survival; seven studies produced null
findings; and two studies found an inverse association between weight and recurrence. In the
studies that found a significant positive association between overweight and progressive
disease, women categorized in the higher vs. lower levels of obesity exhibited a 30% to
540% increased risk of death. Data from the National Surgical Adjuvant Breast and Bowel
Project in 3,385 women indicated that while obesity did not increase risk for breast cancer
recurrence or death, obesity did increase risk of overall death, risk of other cancers, and
death from cardiac disease (38). It is currently unknown whether post-diagnosis weight
reduction modifies the relationship between obesity and breast cancer recurrence and
mortality.

Several mechanisms have been proposed to explain the adverse effect of adiposity and
weight gain on breast cancer prognosis. One mechanism rests on greater peripheral
conversion of androstenedione to estradiol and inhibition of synthesis of sex hormone
binding globulin with an increase in free estradiol which stimulates neoplastic cells (39),
especially in postmenopausal women (23). We have previously reported an association
between increased adiposity and increased concentrations of estrone, estradiol, and free
estradiol in the HEAL cohort of breast cancer survivors (23). Another mechanism relates to
insulin and IGF-1 and the interactions of these hormones with adiposity (40). Insulin and
IGFs exhibit mitogenic effects that influence both premalignant and cancerous stages of cell
growth. Both insulin and IGF-1 stimulate the synthesis of sex steroids, and thus, their
cancer-promoting effects in the progression of breast cancer may be mediated by an effect
on sex hormones. Another explanation for poorer survival may be associated with obese
women failing to respond to treatment as a result of the common practice of chemotherapy
capping at a body surface area of 2 m2, which may offer suboptimal treatment benefit (41).

In our study, higher disease stage, being postmenopausal, and less participation in physical
activity were significantly related to gains in body weight. Receiving chemotherapy was also
associated with greater weight gain, however this observation was limited to
postmenopausal women and women who did not increase their physical activity from
baseline to within 3 years after diagnosis. Goodwin et al. (4) examined factors associated
with weight gain during the subsequent year after diagnosis in 535 newly diagnosed breast
cancer survivors. In multivariate analysis, onset of menopause and administration of
chemotherapy were independent predictors of weight gain.
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A study by Demark-Wahnefried studied energy balance over the first year after breast
cancer diagnosis in 53 premenopausal women (2). Weight gain during chemotherapy was
associated with an increase in fat mass and decrease in lean body mass, a pattern consistent
with sarcopenic obesity. This form of obesity is associated with reduced physical activity,
aging, and menopause. A significantly lower level of physical activity throughout the year of
observation was demonstrated. The authors conclude that reduced physical activity is the
primary factor responsible for weight gain during chemotherapy for breast cancer. Demark-
Wahnefried et al’s results are also consistent with a report by Rock et al (1) stating that
physical activity predicted weight stability in 1116 breast cancer survivors participating in
the WHEL Study.

Despite strong evidence suggesting that regular physical activity can protect against gains in
body fat and weight, only 32% of breast cancer survivors enrolled in the HEAL Study
engaged in the recommended level of physical activity defined as 150 min per week of
moderate- to vigorous-intensity physical activity (24). This percentage is similar to the
proportion of healthy U.S. women (27%) meeting the current recommendation (29).
Recently, we reported that women diagnosed with breast cancer were significantly less
physically active within their first year after diagnosis than they were one year before
diagnosis (22). While physical activity levels reported three years after diagnosis increased
to pre-diagnosis levels for approximately 50% of the sample, this was mostly limited to non-
obese women (24). Exercise interventions and physical activity programs focused on
increasing physical activity among breast cancer survivors with the ultimate goal of testing
the effects on prognosis are needed. Previous research has also shown beneficial effects of
dietary interventions on breast cancer prognosis in breast cancer survivors (42,43). Studies
examining the combination of diet and physical activity on prognosis are also needed.

The HEAL Study has several strengths. It is one of a handful that has examined changes in
measured body weight for a relatively long follow-up period, and the largest study reporting
changes in body fat measured via DEXA. However, a limitation of our study is that we were
unable to measure weight and percent body fat at other time points (e.g., within the second
year after diagnosis). Women may have initially gained and then lost weight during this
time. Thus, we are unable to report the maximal gains in body weight and body fat within
three years after a breast cancer diagnosis. Another limitation of the study is that some
women were recruited into the study while undergoing treatment, while others had not
begun treatment or had completed treatment. Some women may have already experienced
changes in weight or body fat after diagnosis, but prior to enrollment in the study. Lastly,
our sample was highly educated and mostly non-Hispanic White, therefore, we cannot be
sure that these findings pertain to all breast cancer survivors.

Weight gain is a concern of many women after a diagnosis of breast cancer. In a
community-based study (44), the majority of breast cancer survivors were dissatisfied with
their weight and stated that they were ready to take steps necessary to reduce their weight. A
study conducted among 531 breast cancer survivors found that 52% wanted nutritional
guidance at the time of diagnosis or soon after, although few reported having ever received
dietary recommendations from their physicians (45).

In conclusion, over two-thirds of women in our study gained weight and body fat within the
first three years after a diagnosis of breast cancer, and to a greater degree than that
previously reported in studies of healthy women. Weight and body fat gains were greatest in
women who reported less participation in physical activity. Since higher levels of body fat
are associated with increased breast cancer recurrence and decreased survival, it is
imperative that research be conducted on the prognostic effect of physical activity and
weight loss in overweight and obese breast cancer survivors.
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Figure 1.

Body weight (N = 514) and fat changes (N = 132) from baseline to within 3 years. Overall
mean weight change = 1.7 + 4.7kg (—13.2 to 27.0 kg); Overall mean fat change = 2.1 + 3.9%
(—14.5 to 15.0%)
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Distribution of weight changes from baseline to within 3 years (n = 514).
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Distribution of body fat changes from baseline to within 3 years (n = 132).
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Baseline characteristics of breast cancer survivors in the HEAL Study by study site (N = 514).

Table |

All Washington  New Mexico
(N=514)  (N=161) (N =353)
Mean+SD Mean+SD  Mean +SD
Age, years, mean + SD 56.3+105 524+6.3 58.1+ 115"
Postmenopausal at baseline 69% 63% 71%
Education, % High School graduates 96% 99% 95%
Months from diagnosis to initial interview, mean + SD 6+2 T%2 6+2
Ethnicity
Non-Hispanic White 85% 98% 79%*
Hispanic White 15% 2% 21%
Stage of Disease

0, insitu 25% 32% 219"

I 57% 49% 61%

11— 1A 18% 19% 18%
Treatment

Surgery only 30% 25% 330%™

Surgery + Radiation only 42% 49% 43%

Any chemotherapy 27% 19% 24%
Tamoxifen users 48% 53% 46%
Weight, kg, mean + SD 69.8+150 738%163  gg0+14.0F
Height, cm, mean + SD 1629+69 164.2%6.6 162.4 £6.9
Body mass index, kg/m2, mean + SD 26.3+5.3 27.3+5.7 258+5.1
Baseline sports/recreational activity levels, hrs/wk, mean+ SD 2.4 +35 22+33 25+36
Baseline total daily caloric intake, mean + SD 1545 +562 1597 + 576 1503 + 591
Current smokers 9% 8% 10%
Physician-diagnosed type 2 diabetes 6% 2% 7%

Family history of breast cancer 25% 21% 27%*

*
significantly different from Washington (p < .05).

J Clin Oncol. Author manuscript; available in PMC 2010 December 10.

Page 14



Page 15

Irwin et al.

0z 26 09 e puai Jo} d
90T %0C V0T8T 90F%SZ v0Fze 80T Zw/Bx 0'08 =
SOF%Z g0FLT SOF%IZ VOTST 19T Zw/Bx 6'62 - 0'GZ
V0T %0E E0FLT VOTF%6Z €0FLT 662 Zw/Bx 0’5z >
Xapu SSeN Apog

VOT% VT E0FLT VOT%bZ E0FLT YT UsyIxowe

VOF%8Z £0F6T VOF%LT £0F8T 192 UsyIxowe] oN
350 UsjIxouwe ]

JOT%EE  £0F2T OVOFTUET  HTOFST gge [esnedousLusod

8'0F %0C 90FGT 80FT%IY  LS0F0E 4y [esnedoususod 03 aid

80T %EO 907F€0 LOT%e S0F9T ¥8 esnedoustuaid
SNIe1S [esnedouain

7000 1000’ 7000 1000 pual 104 4

L 90F%Y0 5 VOFEO ®,50F60 4 £0FS0 g sieak + 09

LS0F%SC £0F8T £S0F%6C €0FTZ V6T s1eak 65 - 05

0T %9'G S0FLE S0T%EY voT8T ol s1eak 6t — O
anoig shy

L0OFO0E G0F0Z  PpLS0FWEY o VOFOE gpp Adessypowsyd Auy

TS g0FGT VOF%IT EOFTT 112 uonelpey + K1abing

90%0°€ 50707 SOF%ET VOFST 9ST Ao Aabins
jusuneal L

LE00 6£00° €00 9€00" pual 1o} 4

@ LOFNGY g S0FCE g LOFNSY ¢, S0FTE ¢ viIl - 11 8BS

VOF%SZ E0FLT VOF%ET SOFVT v62 | obers

LOFU%ET S0F60 90F%8'T vOFET L2l nus u|
30eIS aseasiq

3sFabueyd o IS FuesN IS FPuRYD 9% IS F UBSIN
Pasnipy paisnipeun N

"(¥TS = N) SIOAIAINS 192ued 1sealq Tw3H ul sisoubeip Buimo]jo) 8aay1 Jeak BuLInp pa1onpuod JUSWISSaSSe 0] JUaLLISSasse auljaseq woJ) (6) abueyd 1ybiapn

Il a|qeL

NIH-PA Author Manuscript

NIH-PA Author Manuscript

NIH-PA Author Manuscript

J Clin Oncol. Author manuscript; available in PMC 2010 December 10.



Page 16

Irwin et al.

'GO"0 Je PauleISu0d d2URIILIUBIS [BI1ISITEIS JO [9A8] [[RIAA0 YIIM 8dUalailq uedliubiS AjisauoH s, Aa)n L Buisn [aAs] puodas wouy Juataylp Ajpuediiubis

3

pue [9A3] 111§ WY JUBIaIP Apuedniubis
*

‘3589SIP JB|NOSBAOIPIRD ‘S3laqeIp

Z 9dA) pasoubelp-ueldisAyd ‘sajaqelp z adAl Jo A1olsiy Ajiwey ‘180ued 1sealq Jo A10lsiy Ajiwey quswieas) paladwod ‘uoieanps ‘Aloluyie ‘quawiealy buna|dwod Wols SYIUoW ‘MalAIaiul auljaseq 03 sisoubelp
WwoJy awiy ‘axeiul oLIofed [e1ol ul abueyd ‘AnAnoe [eaisAyd [ejol ui abueyd ‘snyels [esnedousaw ‘abe ‘asn uajixowel ‘xapul ssew Apoq ‘snyeis Buijows ‘aus Apnis ‘Juswiieasl ‘abels aseasip 1oj paisnipy

H
8v0’ ze0 62 8T pual) 1o d
LHO0F%ET - E0FCT S0F%0C vOFET SST AMIY GT 2
S0F %8'C VOF6T 90 F %0°E vOFTZ SST AMIYGT-T0
SOF%LE €0F22 GOF%LT €0F6T 10T AMIY 0 S
NM/SIY spods ur abueyd
ovo’ £80° zL0 T pual} 10} d
LJ0F%NceE VOFTT 90F %2E vOFTZ 2IT s[eaX 0T <
90F%0Y  yOFOE 90T %8E VOELZ  EIT S[29% 00T 01 0/2—
90F %S'T V0FO0T 90F %I'T VOFTT €IT s[eay 02— >
SYelur o1I0[ed [e10] Ul abuey)
80F %6'T S0FTT LOF%LT S0F0T 8L SHYM OluedsiH
£0F %8C Z0F6T 0T %.LT Z0F6T 98y UM OlUedsIH-UON
RIITE]
3sFebueyd op ISFUESN IS FeBueRYD 9 IS F UeSN
Pasnlpy pasnipeun N

NIH-PA Author Manuscript

NIH-PA Author Manuscript

NIH-PA Author Manuscript

J Clin Oncol. Author manuscript; available in PMC 2010 December 10.



Page 17

Irwin et al.

"G00 18 PaUIRJISUOD 80URDLHIUBIS [BONSIIEIS JO [9A3] |[RIBA0 UM 80UBIBLIA JUBIIHIUBIS A[ISBUOH S, A8)NL BUISN |9A8] PUOJSS LWOLY JUBIBIIP >_E8=_cm_me

‘|9A3] 1841} WO JualayIp Ajpueatyiubis
*

8SBASIP JR|NOSBAOIPILD ‘Sa1aqRIp

Z 2dA) pasoubelp-ueldisAyd ‘sajeqelp z adA Jo A1oisiy Ajiwey ‘1aoued 1sealq Jo A10lsiy Ajiwey ‘Juswieal) paiajdwiod ‘uoieanpa ‘Aloluyie ‘uawieal) funs|dwod wolg syluow ‘MalAIdiul auljaseq 03 sisoubelp
WwoJy awi ‘axeiul dLIofed [e1ol ul abueyd ‘Alanoe [eaisAyd [eiol ul abueyd ‘snyels [esnedousw ‘abe ‘asn uajixowe) ‘xapul ssew Apoq ‘snieis Bujows ‘aus Apnis ‘Juswiieasl ‘abels aseasip 10} vﬁm:.—vdm

€000 <00 ¢000° 900° puai 104 d
LT+F%80 L TF50 OTF%0T L TFS0 ST sieak + 08
LOTF%G0 L0FV0 5 B0F%T0  4,90% 10—,y sieak 6. — 0/
LO0F%rT LJ0FO0T O0F%CT @ V0F80 gr7 sieak 69 — 09
90+ %6'C JOFTT 90+ %6°C JOFTC 161 s1eak 6G — 05

VT F%9'8 VIFZS VT F %8 VIFTS v sreak 6 — O
(AJUO UsWOM [esnedouatuisod) aby

V0T %0T 0EF90 7’0 F %60 €0F50 8T [esnedouauisod

VN VN VN VN 0 [esnedouauwisod 03 aid

N N N N 0 [esnedouswald
SIeak + 09

SOTF%LE r0FET S0F %6 v0FTT 15T [esnedouauiisod

ETF%IT 60FLT TTF%0°€ 80Fve 1€ [esnedouauisod 03 ald

0ZF %0 VIFTO 8TF%9T €T¥80 2T [esnedouswaid
SIesk 65 -0

@ I TF%C6 JTFLS @ S T+F%Y8 LOTFCS A Jesnedouawisod

TT+%SV 80FT¢€ TT+%87 80FV€E o [esnedousiuisod 0} a.d

60F %9C 90F8T 607 %9C 90F.T 2 [esnedouswaid
SIesA 67 — O

3sFobueyd 9p IS Fuesl\N IS Fabueyd % 3S F ues|N
Pasnipy pasnipeun N

“(FTS = N) SIOAIAINS 190URD 1Se34q Ul Sisoubelp Buiamo||o) 8a1y) Jeak Bulinp pajonpuod JUSLISSasSe 0] JUBLLISSASSe auljaseq wouy abueyo 1yBIspn

NIH-PA Author Manuscript

lrajgeL

NIH-PA Author Manuscript

NIH-PA Author Manuscript

J Clin Oncol. Author manuscript; available in PMC 2010 December 10.



Page 18

Irwin et al.

010’ 050 08000 610" puai} Joj d
JEFwCe  60FCT BCTFwre  80FTT ¢ 2w/ 0'08 2
LCFNgE  90FCT LTFNEC goFTT 28 Zw/Bx 6'62 — 0°Ge
0T F%EET 90¥2¢ 8'TF%6'ET G0¥EE LS zw/Bx 05z >
X3pu[ SSeN Apog

6TF%6L G0FET 0ZF %09 G0F6T S§ uajIxoure

9T F%G'L vOF6T LTF%.8 vOFTZ UL uajIxowe ] oN
95N UsjIXowe L

LTF%T8 v0F6T STF%SS v0F9T 88 [esnedousuwisod

V'€ F %8 60¥87¢ 0'€F %927 80F¥e €2 [esnedouswsod 0} aid

6'€F%0'S 60F07¢ T'€ ¥ %6'0T 80F5Z 12 [esnedouswald
SN1e]IS |esnedousiy

1T 190 L70° €10’ puai} 4o} d

AL TIA 90FET L0eF8E  S0FCT gy s1eak + 09

LHCFN8 9076 TZF%S8  90FTZ I¥ sieak 65 - 05

6CF %E0T 80F e VTF%STT 90FEE 9 sieak 67 — O
anoi5 sy

§EFOG 0T¥22 9'C ¥ %0°0T L0FCe 1€ Adessypowayd Auy

8TF¢8 §07F0C 6TF%L9 G0F9T 29 uonelpey + A1sbing

9C7F¥8 10722 STF%0L 90¥6T  6F Ajuo A1ebing
Jusweal L

8 89’ 8T’ 8.0’ puai 104 d

LEF %8S 0T¥87T €€ F %E0T 60F2€ 6T MRS

STF%06 vOFve 9TF%0'8 v0FTZ S8 | 3BeIS

0ZF %9V 807FET L'TF %SV L0FTT 82 nus uj
36815 95easIq

JsFebueyd o 3ISFuesy IS Fabueyd o IS F UBSN
parsnipy paisnipeun N

(zeT

= N) SIOAIAINS J30UED 1sea.q T\IH Ul Sisoubelp Buimo||o) 8a1y) Jeak Burinp pajonpuod JUSLLISSASSE 0 JUBLLSSASSe aul|aseq wouy abueyd 1ey Apoq 1usalad

NIH-PA Author Manuscript

Al 3|0eL

NIH-PA Author Manuscript

NIH-PA Author Manuscript

J Clin Oncol. Author manuscript; available in PMC 2010 December 10.



Page 19

Irwin et al.

'GO"0 Je PauleISu0d d2URIILIUBIS [BI1ISITEIS JO [9A8] [[RIAA0 YIIM 8dUalailq uedliubiS AjisauoH s, Aa)n L Buisn [aAs] puodas wouy Juataylp Ajpuediiubis

3

{|9na] 3s41y Wouy JuaIalIp Apueaniubis
*

‘3589SIP JB|NOSBAOIPIRD ‘S3laqeIp

Z 9dA) pasoubelp-ueldisAyd ‘sajaqelp z adAl Jo A1olsiy Ajiwey ‘180ued 1sealq Jo A10lsiy Ajiwey quswieas) paladwod ‘uoieanps ‘Aloluyie ‘quawiealy buna|dwod Wols SYIUoW ‘MalAIaiul auljaseq 03 sisoubelp
WwoJy awiy ‘axeiul oLIofed [e1ol ul abueyd ‘AnAnoe [eaisAyd [ejol ui abueyd ‘snyels [esnedousaw ‘abe ‘asn uajixowel ‘xapul ssew Apoq ‘snyeis Buijows ‘aus Apnis ‘Juswiieasl ‘abels aseasip 1oj paisnipy

NIH-PA Author Manuscript

H
10 150 190 150 pual) 1o d
LTFWRCS  goreT z7zF%s9  L90FOT oy WY ST 2
TZF %89 9070 LCFWCT  90FST  py AMIYST=T0
ZTTWCTTT 90762 ZTFWI T 90FTE b MY 0
SIM/SIU S1I0ds Ut abueyd
6 s a4 1 pual Joy d
0EF %L 60767 0 F%E'L 80FVz 82 S[ed 0§ <
LEFNoCT 60FGE LEFNLCT 80FTe 82 S[ed 0G 01 00Z—
0'€ T %6°€ 60F0T 0'C F%6'E 80F60 82 s[edy 00z >
SYelur o1I0[ed [e10] Ul abuey)
8ZF %9 80F22 8ZF%UEY  LOFET  [2 SMUYM OluedsiH
ETT%08  ¥07F0¢ v'TF %P8 v0FZ2 S0T 8MUM OluedsIH-UON
RIITE]
3sFabueyd o ISFUBSN IS FeURYD 9% IS F UBSN
Pasnipy paisnipeun N

NIH-PA Author Manuscript

NIH-PA Author Manuscript

J Clin Oncol. Author manuscript; available in PMC 2010 December 10.



