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Abstract

Background—Younger survivors (YS) of breast cancer often report more survivorship
symptoms such as fatigue, depression, sexual difficulty, and cognitive problems than older
survivors (OS). We sought to determine the effect of breast cancer and age at diagnosis on Quality
of Life (QoL) by comparing 3 groups: 1) Y'S diagnosed at age 45 or before, 2) OS diagnosed
between 55 and 70, and, 3) for the YS, age-matched controls (AC) of women not diagnosed with
breast cancer.

Methods—Using a large Eastern Cooperative Oncology Group (ECOG) data base, we recruited
505 Y'S who were ages 45 or younger when diagnosed and 622 OS diagnosed at 55 to 70. Y'S, OS,
and AC were compared on physical, psychological, social, spiritual, and overall QoL variables.

Results—Compared to both AC and to OS, Y'S reported more depressive symptoms (p=.005)
and fatigue (p<.001), poorer self-reported attention function (p<.001), and poorer sexual function
(p<.001) than either comparison group. However, YS also reported a greater sense of personal
growth (p<.001) and perceived less social constraint (p<.001) from their partner than AC.

Conclusions—Y'S reported worse functioning than AC relative to depression, fatigue, attention,
sexual function, and spirituality. Perhaps even more important, Y'S fared worse than both AC and
OS on body image, anxiety, sleep, marital satisfaction, and fear of recurrence, indicating that YS
are at greater risk for long term QoL problems than survivors diagnosed at a later age.
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46202, Telephone: 317-274-4187, Fax: 317-278-2021, vchampio@iupui.edu.
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Introduction

With earlier diagnosis and better treatment options, the population of breast cancer survivors
in the United States is now estimated to be over 2.7 million, and most can expect to live a
full life.1 The average age of diagnosis is 61; however, a significant number of women are
diagnosed at a younger age.? Survivorship research has described the physiological,
psychological, and social distress caused by a breast cancer diagnosis, but most studies have
focused on survivors who have recently completed treatment.34 Quality of life (QoL)
problems persist long after treatment and diagnosis, and research is needed to better
understand problems faced by long-term survivors. Additionally, emerging research
indicates these persistent problems may be different or more severe in YS than OS.® Current
research on YS is limited by small sample sizes,>® making interpretation of results difficult.
Finally, current research is limited by the lack of comparison groups of young age-matched
women without breast cancer.

Symptoms such as psychological distress, pain, fatigue, depression, sleep difficulties, and
anxiety have been well-documented among breast cancer survivors. However, YS seem to
experience more declines in health-related quality of life (HRQOL) than OS.5-8 Compared
to AC, YS report more cognitive problems as well as sexual difficulty, depression, and
fatigue.34.69 As a group, increased symptomatology by YS may be related to experiencing
an abrupt menopause.1? Menopause may also result in infertility at a time when survivors
still desire children.* Over 50% of survivors who experience early menopause suffer from
one or more symptoms that can affect sexual functioning, including hot flashes, vaginal
dryness, loss of libido, and night sweats resulting from lack of estrogen.11:12

Studies have compared YS to AC or YS to OS, but have not simultaneously compared YS to
AC and OS within one study using a common methodology and measurement. Comparison
of YS to AC can inform us of problems that are related to breast cancer diagnosis and
treatment, whereas comparison to YS to OS can identify symptoms that may differentially
impact YS. Identifying unique problems associated with diagnosis of breast cancer at a
younger age will allow researchers and clinicians to identify potential problems when breast
cancer is diagnosed, thereby intervening to decrease or eliminate long-lasting morbidities.

The purpose of this study was to improve our understanding of unique survivorship issues
facing Y'S by comparing them with both AC and OS. We recruited large samples from each
of these three cohorts and applied the same assessment methods for all groups.
Collaborating with the Eastern Cooperative Oncology Group (ECOG), we accrued a sample
of 505 YS, 622 OS, and 404 AC who were age-matched to the Y'S cohort. We selected both
YS and OS who were 3 to 8 years from diagnosis and without recurrence of breast cancer to
investigate QoL problems that may linger over time. Constructs identified for this study
included five QoL domains based on the theoretical work of Ferrell and colleagues: 1)
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physical, 2) psychological, 3) social, 4) spiritual, and 5) overall QoL.13 We sought to
identify the degree to which a diagnosis of breast cancer at a young age (< 45 years)
accounted for particular physical, psychosocial, social, spiritual, and overall QoL factors.
We addressed this question by comparing Y'S to AC and OS. All analyses controlled for
significant demographic and treatment variables.

Eligible breast cancer survivors treated on previous ECOG clinical trials at one of 97 ECOG
sites were identified using the ECOG statistical center database. Eligibility criteria included
being age 45 or younger or 55-70 at initial diagnosis, being 3 to 8 years from diagnosis
without a recurrence, and being treated with a similar chemotherapy regimen that included
Adriamycin, Pacitaxel, and Cyclophosphamide. The 10-year gap between age groups
ensured distinct, nonoverlapping groups. We sought to identify YS who were
premenopausal, thus using the age criterion of 45 or younger. Eligible women in the AC
group were age-matched to the YS and had not been diagnosed with breast cancer.

The ECOG Statistical Center generated a list of eligible patients by selecting YS who had
been treated on 1 of 5 clinical trials (C9741, E1199, E2197, E2198, N9831) or at ECOG
sites and who were 3-8 years post-diagnosis. Once sites provided ECOG with confirmation
of local IRB approval, sites were given lists of eligible women treated at their center. The
treating oncologists or their designee asked the breast cancer survivor for permission to have
Indiana University researchers contact them. If survivors gave permission for contact, the
identifying information for each survivor was sent to researchers. A brochure explaining the
study was mailed to the survivor prior to contact. Research assistants called survivors 1
week following this initial mailing to answer any questions and determine interest in
participation. For survivors who agreed to be enrolled, an information packet, informed
consent form, and HIPAA form were mailed with postage-paid return envelopes. If consents
were not returned within 2 weeks, participants were called and, if necessary, mailed a
second consent. When not initially reached by phone, 10 attempts were made at varying
times of day. If a participant could not be reached by phone and did not return the consent,
she was deleted from the data base. A total of 744 eligible YS were contacted, 86%
consented, and 67% (n=505) completed data collection. A total of 937 OS were contacted,
68% consented, and 66% (n=491) completed data collection.

YS were asked to supply the names and contact information of 3 women who were within 5
years of their own age and without a diagnosis of breast cancer to be used as age-matched
controls. The process for consenting AC was identical to the process for survivors. The AC
were age-matched, within 5-year age intervals, to YS. Out of 1013 AC, 466 (46%) agreed to
participate and 404 (40%) completed the questionnaires.

Both women who were currently in a partnered relationship and those who were not were
included in the study. Four scales required a partnered relationship, including marital
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satisfaction, sexual functioning, social support, and social constraint. Nonpartnered women
were instructed to leave these scales blank. Thus, analyses that included partnered variables
had a smaller sample size.

Socio-demographic variables (age, race, education, marital status, occupational status, and
insurance status), as well as medical history (cancer history and treatment, cancer stage,
gynecological history, and presence of other diagnosed health conditions) and current use of
estrogen blockers, were collected through self-report and medical records. Comorbidity was
measured as the sum of reported comorbid conditions such as arthritis, heart disease,
hypertension, and others. Patient-reported outcomes were used to assess physical,
psychological, social, and spiritual functioning as well as overall quality of life.

Physical Health—Physical health functioning was measured by the Short-Form Health
Survey (SF-36).14 Fatigue was measured by the Functional Assessment of Cancer Therapy
Fatigue Subscale (FACT-F), a 13-item instrument.1® Sleep was measured by the Pittsburgh
Sleep Quality Index (PSQI), a 19-item self-report questionnaire commonly used to measure
sleep quality and disturbance.1® The Attention Function Index was used to measure
participants’ perceived cognitive functioning.1’ Internal consistency coefficients were
reported for this instrument of 0.84 in a sample of women with breast cancer and 0.89 in a
sample of healthy controls.

Psychological Indices—Depression was measured by the CES-D, an instrument with 20
items that measure the presence and severity of depressive symptomatology.® Anxiety was
measured by the State-Trait Anxiety Inventory (STAI). This scale has 40 items with higher
scores indicating more anxiety.® Body image was assessed by 8 investigator-developed
items to measure the degree to which a participant is satisfied with her body. In this study
the instrument had a Cronbach alpha of .89. Two other measures within the psychological
domain were the Post-Traumatic Growth Inventory(PTGI),20 whose internal consistency
was .94, and the Impact of Event Scale-Revised (IES-R),2! whose internal consistency was .
91. Fear of Recurrence was measured by the Concerns about Recurrence Scale (CARS),
developed specifically for breast cancer survivors and having a Cronbach alpha of .97 in this
sample.22

The IES measures symptoms resulting from exposure to a stressful event such as
hyperarousal, intrusion, and avoidance. The PTGI was developed to measure positive coping
outcomes reported by persons who experience a traumatic event. AC were instructed to
complete the IES and PTGI by recalling a traumatic event that had occurred in the past 5
years such as the loss of loved one, major relationship change, serious personal illness, or
loss of job. A higher score on both scales is reflective of greater positive growth.20

Social Indices: Measures of social variables included scales for social support, social
constraint, marital satisfaction, and sexual functioning. The Northouse Social Support Scale
was used to assess perceived support from a partner.23 The Lepore Social Constraint Scale
was used to measure social constraint.2 Marital satisfaction was measured by the Marital
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Satisfaction Scale (ENRICH MSS), a 15-item scale with extensive reported validity and
reliability.2> Sexual function data were measured by a scale that consists of two
components:1) sexual enjoyment and 2) sexual functioning.26

Spiritual Indices

Overall QoL

The Reed Spiritual Perspective Scale (SPS) measured spirituality and consisted of 12 items
related to subjects’ spiritual views and their participation in spiritually related activities.2

Overall QoL was measured using the Index of Well-Being (IWB),28 which measures life
satisfaction and subjective well-being.18 The Cronbach alpha was .91 in this sample.

Statistical Analysis

Results

Statistical analysis was performed using SAS V9.3.2° Using ANCOVA, we compared YS to
AC, as well as YS to OS, on all domains theoretically identified, adjusting for demographic
variables as potential confounders. Both unadjusted and adjusted p-values (using the false
discovery rate method) were computed.3? Demographic covariates used with ANCOVA
models are listed in a footnote of Table 2.

A sample of 505 Y'S were compared to both AC (n=404) and OS (N=622). YS were

between 23 and 45 at initial diagnosis, and current age was between 28 and 54. As can be
seen on Table 1, both YS and OS were predominately White and had mean educational
levels of 14.8 and 14.1 years, respectively.. More YS were in a committed relationship
(83.6%) than OS (75.3%) or AC (77.7%). Both YS and OS had a higher percentage of
Catholic Christians than AC. Differences in menstrual status, hot flashes, and co-morbidities
are also reported in Table 1. A total of 76% of YS reported having the same partner as when
they were diagnosed. Most survivors indicated that their relationship had gotten better (49%)
or stayed the same (42%), with only a few reporting it was worse (9%). A total of 47% of
survivors had had a lumpectomy and 53% a mastectomy. Almost 75% of women indicated
their periods had stopped and only 15% reported regular cycles. Of those whose periods had
stopped, 43% indicated it was due to breast cancer treatment and 29% due to hysterectomy.
Many YS (63%) reported having hot flashes and 96% of these survivors reported that the hot
flashes bothered them. A total of 14% reported that breast cancer had prevented them from
having desired children. An estrogen blocking medication such as Tamoxifen was used by
40% of YS and 52% of OS. Three women in the AC group reported use of an estrogen-
blocking medication, probably as a preventive measure because they were at high risk.

Adjusted QoL differences among YS, AC, and OS

Comparisons among groups are reported in Table 2. For analyses requiring a partnered
relationship, the sample size was 1039 (YS n = 399; AC n = 291; OS n = 349). Analyses not
including partner-related variables yielded a larger sample size (n= 1322). YS experienced
greater fatigue (p<.0001), poorer attention function (p<.001), and worse sexual function (p<.
001).
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Younger survivors reported more depression than AC (p<.001). A total of 27% of younger
survivors were over the cutoff score for likely clinical depression, whereas only 18% of OS
and 17% of AC reported scores of 16 or above. Younger survivors also reported less
spirituality than AC (p<.04). Y'S reported more social support from their partner (p<.05) and
less social constraint (p<.001) than AC, as well as scoring significantly better on the post-
traumatic growth inventory (p<.001), which reflects perceived benefits from the cancer
experience, and on the Impact of Events Scale (p<.001).

YS reported greater fatigue (p<.001), poorer sleep (p<.001), less perceived attention
function (p<.001), and poorer overall sexual functioning (p<.001). Nearly one-half of YS
(48%) reported decreased sexual interest, decreased arousal (44%), decreased lubrication
(52%), decreased orgasm (38%), decreased frequency (41%), decreased ability to relax
(41%), and decreased fantasies (41%). A total of 41% of YS indicated their sexual
relationship had changed for the worse and 40% that their sexual enjoyment had decreased.

Younger survivors experienced significantly more anxiety than OS as measured by both
State and Trait anxiety (p<.001). Y'S had poorer body image, (p<.001), more depressive
symptoms (p<.001), greater fear of recurrence (p<.001), and lower levels of spirituality (p<.
001) than OS.

For measures requiring partners, Y'S reported less social support (p<.001), more social
constraint (p<.01), and less marital satisfaction (p<.001). Additionally, perceived benefit
from the cancer experience was less in YS than OS. For the Impact of Events scale, higher
scores are reflective of greater overall difficulty. Scores on the Impact of Events scale were
significantly higher for YS than OS (p<.001) on every dimension, indicating that YS
perceived greater difficulty. For overall QoL as measured by the Index of Well-Being, YS
scored relatively lower. (p<.001).

Discussion

Comparison of YS to AC

Overall, 27% of YS scored at or above the clinical cutoff for likely depression compared to
17% for their age-matched group, a difference reported in past research.431:32 Many studies
have found that breast cancer survivors at diagnosis and treatment have high rates of
depression and that as many as 25% of survivors suffer depression five years from
treatment, a finding consistent with our results.

YS reported more menopausal symptoms than AC including more hot flashes. Many
survivors reported use of Tamoxifen or Aromatase inhibitors, which block estrogen and thus
increase the likelihood of problems with vaginal lubrication or even sexual desire.33 We
compared Y'S currently taking an anti-estrogen with those not on this medication but did not
find significant differences. An obvious problem of premature menopause for YS is
infertility, a concern often mentioned.* A total of 16% of our YS reported that breast cancer
prevented them from having additional desired children. Although we controlled for
menopausal status, these differences remained, requiring additional analyses that might
suggest possible causes of sexual dysfunction. Because menopausal status can influence
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many QoL variables, we compared women who had had periods within the last 12 months
with women who had not. All tests were completed using multiple comparisons and p <.01
was the criterion for significance. Several significant differences were found. Fear of
recurrence was less in women who were post-menopausal. Post-menopausal women had
worse reported physical function, worse sleep, worse sexual functioning, better scores on
finding meaning within life, more social support, and less social constraint, and they
perceived a greater impact of events.

Compared to AC, YS reported less sexual interest, decreased arousal, decreased lubrication,
lower frequency of orgasm, and less ability to relax, findings reported by other
researchers.34 These areas of sexual dysfunction were also reported in a sample of 186
breast cancer patients whose mean age was 38 years.® YS but not OS reported that their
sexual relationship had gotten worse since the breast cancer diagnosis.

Fatigue, often considered one of the most problematic symptoms after breast cancer
treatment, was significantly higher for YS than AC, a finding reported in other research.3°
One study reported chronic fatigue had an overall prevalence of 48%.36 Chronic fatigue is
often strongly associated with depression, and our findings indicate that both depression and
fatigue were more problematic for YS than AC.37 YS were also found to have worse self-
reported cognitive function, which most researchers believe is related to chemotherapy.38

Not all differences between YS and AC would be considered negative. YS reported more
support and less social constraint compared to AC, although this result should be interpreted
with the caveat that AC rated social constraint in relation to a self-identified stressor that
was different from the anchor of cancer diagnosis. These self-selected stressors for AC
varied widely, ranging from a child leaving for college to death of a loved one, perhaps
rendering comparisons difficult. A diagnosis of breast cancer may have required more
interaction as a couple—in fact, it is often referred to as a “we” illness -- leading to the
perception of greater social support and less constraint.3°

Young survivors compared to their controls reported more personal growth, including
relating to others, personal strength, spiritual change, and new possibilities, findings
supported by other studies.#? Breast cancer may have created a greater opportunity for
positive life changes than did the stressors reported by AC.

Differences between YS and OS

Our results also indicated that Y'S experienced greater anxiety and fear of recurrence than
0S, a conclusion reached by other researchers*41 and one that has also been linked with
sexual dysfunction,33 Consistent with the comparisons of YS to AC, YS compared to OS
reported more depressive symptoms and fatigue, worse attention function and sexual
functioning, as well as lower scores on spirituality, a finding reflected in other research.*2
YS have often been reported to have worse sexual functioning compared to peers, but our
findings also indicate that a breast cancer diagnosis and treatment probably impact sexual
function to an even greater extent than in 0S.34 Menopausal status has been reported as a
causative factor for sexual dysfunction in YS. The fact that YS were more likely to have
experienced an abrupt menopause could have made symptoms such as hot flashes and
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vaginal dryness a greater problem, thus partially accounting for the greater number of
problems experienced by Y'S. Body image, which was worse in YS than OS, has been found
to be a significant problem in YS.43-45

Eligibility for this study required that both YS and OS had received similar chemotherapy
regimens to control for potential drug-induced differences in cognitive function. Because
cognitive function decreases with age, we anticipated that YS would be more likely to report
better cognitive function; yet despite age-related cognitive declines, YS reported more
problems with attention function. Prior research has reported worse attention function in
survivors than controls, but little is known about whether treatment-induced cognitive
dysfunction is different as a result of age at diagnosis.*>6 One possible explanation
involves age-related demands for cognitive function. YS are more likely to be employed
full-time and engaged in activities requiring greater cognitive ability, thus creating a greater
difference between perceived need and ability. Cognitive limitations have also been
associated with the use of estrogen inhibitors.33 In our study 40% of YS used these
medications compared to 52% of OS, and therefore the medication was probably not related
to the differences found in our sample.

YS reported significantly more anxiety and sleep difficulty than OS. Prior research has
reported anxiety at or within a year of diagnosis but frequently reported a decrease in
anxiety over time.4” Our sample included YS who were 3 to 8 years from diagnosis but still
reporting more anxiety than OS. Anxiety may be related to fear of recurrence, which was
also significantly greater in YS than OS. YS reported a mean fear of recurrence score of
39.2, almost three-fourths of a standard deviation from the mean of 22.76 for OS.

Although YS fared better than AC on dimensions such as social support, social constraint,
impact of events, post-traumatic growth, and overall QoL, they were significantly worse
than OS on these constructs. Similar results were reported by Stava, who found that,
although a cancer diagnosis in general resulted in more social support, YS perceived less
intimate or partner support than a cohort of OS.#8 Finally, younger survivors reported less
religiosity and greater social constraint than OS. In conclusion, we found that YS fared
worse than AC on depression, fatigue, attention function, sexual function, and spirituality.
More importantly, YS reported more difficulty than OS on the variables of body image,
anxiety, sleep, marital satisfaction, and fear of recurrence. Symptoms persisted even though
our sample was 3 to 8 years from diagnosis.

Post-menopausal women experienced less fear of recurrence, but significantly lower scores
on physical functioning, sleep, and sexual functioning. We can only speculate on why fear
of recurrence was lower in women without periods. Perhaps having periods were reminders
of being a woman, which triggered fear of breast cancer. Worse scores on physical function
including sleep and sexual functioning are commonly reported for both women who have
experienced breast cancer and those who haven’t. Women who had gone through
menopause reported more social support and less social constraint, but also reported less
ability to find meaning in life.
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Our findings suggest a major differential impact of breast cancer for survivors diagnosed at
age 45 or younger compared to survivors diagnosed from 55 to 70. Although the clinical
relevance of any single construct may differ, it is apparent when considering mean
differences and standard errors (Table 2) that differences between groups were not marginal.
Research is needed to understand the mechanisms underlying the differential impact of
breast cancer diagnosis and treatment for YS and OS. It is also important to note that,
overall, YS fared worse on many outcomes. These findings show that a diagnosis of breast
cancer results in lifelong symptoms for many survivors, as well as that YS may be especially
vulnerable to effects of diagnosis and treatment. Proactive symptom assessment and
treatment for YS at the time of treatment must be a priority. The breast cancer survivor
population will continue to increase as early diagnosis and better treatment make long-term
survivorship a reality. This, along with the increase in life span, will impose significant
burdens on both the survivors and our health care system. Additionally, it must be
recognized that problems associated with breast cancer diagnosis and treatment may be
compounded by the aging process, an important issue for our aging population.

Although these data provided a unique opportunity to explore QoL in breast cancer
survivors several years after diagnosis and treatment, the study has several limitations. First,
the data are cross-sectional, limiting the ability to determine how one set of factors may
have led to others. Secondly, on some measures such as the Post Traumatic Growth
Inventory or the Impact of Events Scale, AC were asked to identify a stressor in order to
complete the measure. We cannot know if the stressor of breast cancer was equivalent to
those selected by AC. A prospective analysis might have provided more insight into the
relationships among variables. Furthermore, the sample included women who had
previously been involved in ECOG trials and therefore might not have been representative
of the general population of survivors diagnosed at 45 or younger. However, data generated
from this and other studies support the need to develop interventions that will help alleviate
long-term problems resulting from the cancer diagnosis and its treatment.

Acknowledgments

The study was conducted by the American Cancer Society grant number RSGPB-04-089-01-PBP and the Eastern
Cooperative Oncology Group (Robert L. Comis, MD) and supported in part by Public Health Service Grants,
CA37403, CA49883, CA17145, CA86726, and by the National Cancer Institute Division of Cancer Prevention,
National Institutes of Health, and the Department of Health and Human Services and supported by the National
Cancer Institute of Health under Award Number R25CA117865. Its content is solely the responsibility of the
authors and does not necessarily represent the official views of the National Cancer Institute.

References

1. BreastCancer.org. U.S. Breast Cancer Statistics. 2012. http://www.breastcancer.org

2. Howlader, N.; Noone, AM.; Krapcho, M., et al. SEER Cancer Statistics Review, 1975-2008. 2011.
http://seer.cancer.gov/csr/1975_2008/

3. Shi Q, Smith TG, Michonski JD, Stein KD, Kaw C, Cleeland CS. Symptom burden in cancer
survivors 1 year after diagnosis: a report from the American Cancer Society's Studies of Cancer
Survivors. Cancer. 2011 Jun 15; 117(12):2779-2790. [PubMed: 21495026]

Cancer. Author manuscript; available in PMC 2015 August 01.


http://BreastCancer.org
http://www.breastcancer.org/
http://seer.cancer.gov/csr/1975_2008/

1duosnue Joyiny vd-HIN 1duosnue Joyiny vd-HIN

1duosnuely Joyny vd-HIN

Champion et al.

14.

18.

19.

20.

21.

22.

23.

Page 10

. Howard-Anderson J, Ganz PA, Bower JE, Stanton AL. Quality of Life, Fertility Concerns, and

Behavioral Health Outcomes in Younger Breast Cancer Survivors: A Systematic Review. J Natl
Cancer Inst. 2012 Jan 23.

. Safarinejad MR, Shafiei N, Safarinejad S. Quality of life and sexual functioning in young women

with early-stage breast cancer 1 year after lumpectomy. Psychooncology. 2013 Jun; 22(6):1242—
1248. [PubMed: 22777952]

. Sammarco A. Quality of life of breast cancer survivors: a comparative study of age cohorts. Cancer

Nurs. 2009 Sep-Oct;32(5):347-356. quiz 357-348. [PubMed: 19661800]

. Frazzetto P, Vacante M, Malaguarnera M, et al. Depression in older breast cancer survivors. BMC

surgery. 2012; 12(Suppl 1):S14. [PubMed: 23173836]

. Karademas EC, Argyropoulou K, Karvelis S. Psychological symptoms of breast cancer survivors: a

comparison with matched healthy controls and the association with cancer-related stress and coping.
Journal of Psychosocial Oncology. 2007; 25(3):59-74. [PubMed: 19341014]

. Bloom JR, Stewart SL, Oakley-Girvan I, Banks PJ, Shema S. Quality of life of younger breast

cancer survivors: persistence of problems and sense of well-being. Psychooncology. 2012 Jun;
21(6):655-665. [PubMed: 21538677]

10. Murthy V, Chamberlain RS. Menopausal symptoms in young survivors of breast cancer: a growing

problem without an ideal solution. Cancer Control. 2012 Oct; 19(4):317-329. [PubMed:
23037499]

. Lammerink EA, de Bock GH, Schroder CP, Mourits MJ. The management of menopausal
symptoms in breast cancer survivors: case-based approach. Maturitas. 2012 Nov; 73(3):265-268.
[PubMed: 22883373]

. Melisko ME, Goldman M, Rugo HS. Amelioration of sexual adverse effects in the early breast
cancer patient. J Cancer Surviv. 2010; 4(3):247-255. 2010. [PubMed: 20602189]

. Ferrell BR, Grant MM, Funk B, Otis-Green S, Garcia N. Quality of life in breast cancer survivors
as identified by focus groups. Psychooncology. 1997; 6:13-23. [PubMed: 9126712]

McHorney CA, Ware JE Jr, Lu JF, Sherbourne CD. The MOS 36-item short-form health survey
(SF-36): 111. Tests of data quality, scaling assumptions, and reliability across diverse patient
groups. Med Care. 1994; 32(1):40-66. [PubMed: 8277801]

. Yellen SB, Cella DF, Webster K, Blendowski C, Kaplan E. Measuring fatigue and other anemia-
related symptoms with the Functional Assessment of Cancer Therapy (FACT) measurement
system. J Pain Symptom Manage. 1997; 13(2):63-74. [PubMed: 9095563]

. Buysse DJ, Reynolds CF 3rd, Monk TH, Berman SR, Kupfer DJ. The Pittsburgh Sleep Quality
Index: a new instrument for psychiatric practice and research. Psychiatry Res. 1989 May; 28(2):
193-213. [PubMed: 2748771]

. Cimprich B, Visovatti M, Ronis DL. The Attentional Function Index--a self-report cognitive

measure. Psychooncology. 2011 Feb; 20(2):194-202. [PubMed: 20213858]

Radloff LS. The CES-D scale: A self-report depression scale for research in the general population.

Appl Psychol Measure. 1977; 1(3):385-401.

Spielberger, CD.; Gorsuch, R.; Lushene, R.; Vagg, P.; Jacobs, G. Manual for the State-Trait

Anxiety Inventory (Form Y). Vol. iv. Oalo Alto, CA: Consulting Psychologists Press, Inc; 1983.

Tedeschi RG, Calhoun LG. The Posttraumatic Growth Inventory: measuring the positive legacy of

trauma. J Trauma Stress. 1996 Jul; 9(3):455-471. [PubMed: 8827649]

Weiss, DJ.; Marmar, C. The Impact of Event Scale - revised. In: Wilson, JF.; Keane, TM., editors.

Assessing Psychological Trauma and PTSD. New York: Guilford Press; 1997.

Vickberg SM. The Concerns About Recurrence Scale (CARS): a systematic measure of women's

fears about the possibility of breast cancer recurrence. Ann Behav Med. 2003 Winter;25(1):16-24.

[PubMed: 12581932]

Northouse LL, Templin T, Mood D, Oberst M. Couples' adjustment to breast cancer and benign

breast disease: a longitudinal analysis. Psychooncology. 1998; 7(1):37-48. [PubMed: 9516649]

24. Lepore, SJ.; Helgeson, VS. Social constraints on disclosure increase the negative association

between intrusive thoughts and mental health in prostate cancer survivors. Paper presented at: 4th
International Congress of Behavioral Medicine; March 1996; Washington DC. 1996.

Cancer. Author manuscript; available in PMC 2015 August 01.



1duosnue Joyiny vd-HIN 1duosnue Joyiny vd-HIN

1duosnuely Joyny vd-HIN

Champion et al.

25.

26.

27.

28.

29.
30.

31.

32.

33.

34.

35.

36.

37.

38.

39.

40.

41.

42.

43.

44,

45.

46.

Page 11

Fowers BJ, Olson DH. ENRICH Marital Satisfaction Scale: A brief research and clinical tool. J
Fam Psychol. 1993; 7:176-185.

Hudson W, Harrison D, Crosscup P. A short-form scale to measure sexual discord in dyadic
relationships. J Sex Res. 1981; 17:157-174.

Reed PG. Spirituality and well-being in terminally ill hospitalized adults. Res Nurs Health. 1987
Oct; 10(5):335-344. [PubMed: 3671781]

Campbell, A.; Converse, PE.; Rodgers, WL. The quality of American life: perceptions,
evaluations, and satisfactions. New York: Russell Sage Foundation; 1976.

Version 9.2. Cary, NC: 2008. What's new in SAS@ 9.2, [computer program]

Benjamini Y, Hochberg Y. Controlling the false discovery rate: A practical and powerful approach
to multiple testing. J Royal Stat Soc. 1995; 1(Series B):289-300.

Schmidt JG. The epidemiology of mass breast cancer screening-- A plea for a valid measure of
benefit. J Clin. Epidemiol. 1990; 43:215-225. [PubMed: 2107280]

Kim SH, Son BH, Hwang SY, et al. Fatigue and depression in disease-free breast cancer survivors:
prevalence, correlates, and association with quality of life. J Pain Symptom Manage. 2008 Jun;
35(6):644-655. [PubMed: 18358687]

Krychman ML, Katz A. Breast cancer and sexuality: multi-modal treatment options. J Sex Med.
2012 Jan; 9(1):5-13. quiz 14-15. [PubMed: 22151953]

Herbenick D, Reece M, Hollub A, Satinsky S, Dodge B. Young female breast cancer survivors:
their sexual function and interest in sexual enhancement products and services. Cancer Nurs. 2008
Nov-Dec;31(6):417-425. [PubMed: 18987508]

Berger AM, Gerber LH, Mayer DK. Cancer-related fatigue: implications for breast cancer
survivors. Cancer. 2012 Apr 15; 118(8 Suppl):2261-2269. [PubMed: 22488700]

Garabeli Cavalli Kluthcovsky AC, Urbanetz AA, de Carvalho DS, Pereira Maluf EM, Schlickmann
Sylvestre GC, Bonatto Hatschbach SB. Fatigue after treatment in breast cancer survivors:
prevalence, determinants and impact on health-related quality of life. Support Care Cancer. 2012
Aug; 20(8):1901-1909. [PubMed: 21994001]

Brown LF, Kroenke K. Cancer-related fatigue and its associations with depression and anxiety: a
systematic review. Psychosomatics. 2010; 50(5):440-447. [PubMed: 19855028]

Breckenridge LM, Bruns GL, Todd BL, Feuerstein M. Cognitive limitations associated with
tamoxifen and aromatase inhibitors in employed breast cancer survivors. Psychooncol. 2012 Jan;
21(1):43-53.

Badr H, Carmack CL, Kashy DA, Cristofanilli M, Revenson TA. Dyadic coping in metastatic
breast cancer. Health Psychol. 2010; 29:169-180. [PubMed: 20230090]

Mols F, Vingerhoets AJ, Coebergh JW, van de Poll-Franse LV. Well-being, posttraumatic growth
and benefit finding in long-term breast cancer survivors. Psychol Health. 2009 Jun; 24(5):583-
595. [PubMed: 20205013]

Thewes B, Butow P, Bell ML, et al. Fear of cancer recurrence in young women with a history of
early-stage breast cancer: a cross-sectional study of prevalence and association with health
behaviours. Support Care Cancer. 2012 Nov; 20(11):2651-2659. [PubMed: 22328003]
Reyes-Gibby CC, Anderson KO, Morrow PK, Shete S, Hassan S. Depressive symptoms and
health-related quality of life in breast cancer survivors. J Womens Health (Larchmt). 2012 Mar;
21(3):311-318. [PubMed: 22060256]

Avis NE, Crawford S, Manuel J. Quality of life among younger women with breast cancer. J Clin
Oncol. 2005 May 20; 23(15):3322-3330. [PubMed: 15908646]

Montazeri A, Vahdaninia M, Harirchi I, Ebrahimi M, Khaleghi F, Jarvandi S. Quality of life in
patients with breast cancer before and after diagnosis: an eighteen months follow-up study. BMC
Cancer. 2008; 8:330. [PubMed: 19014435]

Rosenberg SM, Tamimi RM, Gelber S, et al. Body image in recently diagnosed young women with
early breast cancer. Psychooncol. 2012 Nov 7.

Castellon SA, Ganz PA, Bower JE, Petersen L, Abraham L, Greendale GA. Neurocognitive
performance in breast cancer survivors exposed to adjuvant chemotherapy and tamoxifen. J Clin
Exp Neuropsychol. 2004 Oct; 26(7):955-969. [PubMed: 15742545]

Cancer. Author manuscript; available in PMC 2015 August 01.



1duosnue Joyiny vd-HIN 1duosnue Joyiny vd-HIN

1duosnuely Joyny vd-HIN

Champion et al. Page 12

47. Vahdaninia M, Omidvari S, Montazeri A. What do predict anxiety and depression in breast cancer
patients? A follow-up study. Soc. Psychiatry Psychiatr. Epidemiol. 2010 Mar; 45(3):355-361.
[PubMed: 19458878]

48. Stava CJ, Lopez A, Vassilopoulou-Sellin R. Health profiles of younger and older breast cancer
survivors. Cancer. 2006 Oct 15; 107(8):1752-1759. [PubMed: 16967441]

Cancer. Author manuscript; available in PMC 2015 August 01.



1duosnue Joyiny vd-HIN 1duosnue Joyiny vd-HIN

1duasnuely Joyny vd-HIN

Champion et al. Page 13

Table 1

Comparison of demographic characteristics across the three cohorts (N=1,531).

Variable Young Acquaintance Older p-value
survivor control survivor
(n=505) (n=348) (n=507)

Race, No. (%)

Caucasian 459 (90.9) 369 (91.3) 582 (93.6) .2037
Other 46 (9.1) 35 (8.7) 40 (6.4)
Education (yrs), mean (SD) 14.8(2.6) 15.1(2.5) 141 (2.7)  <.0001
Income, No. (%)
<=$50,000 109 (22.0) 106 (26.8) 294 (49.5)  <.0001
>$50,000 and <=$100,000 227 (45.9) 175 (44.3) 215 (36.2)
>$100,000 159 (32.1) 114 (28.9) 85 (14.3)
Relationship (time of diagnosis), No. (%)
Married (or long term commitment) 417 (83.6) 313 (77.7) 467 (75.3) <.0001
Divorced 29 (5.8) 38 (9.4) 54 (8.7)
Widowed 4(0.8) 5(1.2) 66 (10.7)
Single 49(9.8)  47(11.7) 33(5.3)
Married (or long term commitment) 417 (83.6) 313 (77.7) 467 (75.3) .0032
Other 82(16.4) 90 (22.3) 153 (24.7)
Relationship (current), No. (%)
Married (or long term commitment) 417 (83.1) 324 (80.6) 419 (69.0) <.0001
Divorced 37 (7.4) 33(8.2) 43 (7.1)
Widowed 4(0.8) 4(1.0) 100 (16.5)
Single 44 (8.8) 41 (10.2) 45 (7.4)
Married (or long term commitment) 417 (83.1) 324 (80.6) 419 (69.0) <.0001
Other 85(16.9) 78 (19.4) 188 (31.0)
Religious affiliation, No. (%)
Christian, Catholic 164 (32.8) 82(20.5) 171 (27.6) <.0001
Christian, non-Catholic 266 (53.2) 274 (68.5) 395 (63.8)
Other 70 (14.0) 44 (11.0) 53 (8.6)
Number of comorbidities, mean (SD) 1.3(1.5) 1.4 (1.6) 2.8(1.8) <.0001
Number of comorbidities>=3, No. (%)
Yes 92(182)  82(21.3) 329 (52.9) <.0001
No 413 (81.8) 318 (78) 293 (47.1)
Alcohol use, No. (%)
Any use 362 (71.8) 268 (66.7) 373(60.4) .0003
No use (non-drinker) 142 (28.2) 134 (33.3) 245 (39.6)
Number of alcohol drinks (week), mean (SD) 2.5(4.8) 25(5.3) 254.7) .9920
Hot flashes past 4 wks, No. (%)
Yes 314 (62.8) 147 (36.5) 267 (43.3)  <.0001
No 186 (37.2) 256 (63.5) 350 (56.7)

Had hysterectomy, No. (%)

Cancer. Author manuscript; available in PMC 2015 August 01.
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Variable Young Acquaintance Older p-value
survivor control survivor
(n=505) (n=348) (n=507)
Yes 153 (30.5) 55 (13.7) 258 (41.8)  <.0001
No 349 (69.5) 348 (86.4) 359 (58.2)
No menstrual period past 12 mo, No. (%)
Yes 333(66.6) 146 (36.5) 582 (99.5)  <.0001
No 167 (33.4) 254 (63.5) 3(0.5)
Total Menstrual and Gyn Symptom Score, mean (SD) 4.9 (1.4) 4.8(1.5) 45(1.3) .0056
Current use of estrogen blocking therapies, N (%) 198 (40.0) 3(0.8) 315(52.0) <.0001
BMI (self-reported weight), mean (SD) 279(6.2) 27.8(7.1) 28.5(5.9) .1486

Page 14

Notes: Comparisons on categorical variables were performed using a chi-square test; comparisons on continuous variables were performed using

the t test from a general linear model.
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Table 3

Differential finding for YS comparing AC and OS

Group

YSworsethan AC

YSworsethan OS

Depression

Body Image

State and Trait Anxiety

Sleep
Fatigue

Attention Functioning

Sexual Functioning
Reed Spiritual
Social Support
Social Constraint
Marital Satisfaction

Fear of Recurrence

Positive growth index

Impact of Events

Index of Well being

YS worse than AC

YS worse than AC
YS worse than AC
YS worse than AC
YS worse than AC
YS better than AC
YS better than AC

YS better than AC
YS better than AC
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YS worse than OS
YS worse than OS
YS worse than OS
YS worse than OS
YS worse than OS
YS worse than OS
YS worse than OS
YS worse than OS
YS worse than OS
YS worse than OS
YS worse than OS
YS worse than OS

YS worse than OS
YS worse than OS
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