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Spouses of cancer patients are at-risk for poor psychological and physical health as they cope with the
complex nature of the disease and fears of losing their partner. Moreover, spouses often serve as patients’
primary informal caregivers, a group that evidences poor outcomes across a variety of domains. The pres-
ent study examines the relative contributions of cancer recurrence - a cancer-specific stressful event -
and the subjective experience of cancer-specific stress (IES) in a sample of male spouses of breast cancer
survivors. We hypothesized that stress would contribute to poorer physical health and compromised
immune function. Spouses (recurrence; n = 16) of patients who were coping with their first recurrence
were matched to spouses of patients with no evidence of disease (disease-free; n=16). Self-reported
physical health (physical symptoms and fatigue) and immune function [T-cell blastogenic response to
the mitogens Concanavalin A (ConA) and phytohemagglutanin (PHA) and T3 monoclonal antibody (T3
Mab)] were included as outcomes. Results indicated that patient recurrence status was not a significant
unique predictor of physical health or immune function; rather, among all spouses, cancer-specific stress
symptoms were associated with increased physical symptoms and altered T-cell blastogenesis. These
data suggest that the health implications of caregiving for spouses of cancer survivors is more strongly
linked to their subjective experience of cancer as stressful, rather than simply the patients’ disease status.

© 2011 Elsevier Inc. All rights reserved.

1. Introduction

Cancer is a significant source of stress for patients and their
families. Spouses, in particular, are at-risk for poor psychological
and health outcomes as they attempt to adjust to the complex,
multifaceted nature of the disease. Spouses report more worry
(Davis-Ali et al, 1993) and distress (Germino et al., 1995;
Northouse et al., 2002) than do patients. In addition, spouses often
serve as the patient’s primary caregiver, a role that is related to a
variety of adverse outcomes, including compromised physical
health (Northouse et al., 2002; Pinquart and Sorensen, 2003;
Vitaliano et al., 2003) and fatigue (Jensen and Given, 1993; Swore
Fletcher et al., 2008; Teel and Press, 1999), both of which poten-
tially limit the spouse’s ability to provide ongoing care (Buhr
et al., 2006).
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The stress associated with a spouse’s cancer may be com-
pounded by a recurrence. In the case of breast cancer, approxi-
mately 20% of patients recur within 10 years (Brewster et al.,
2008). When cancer recurs, the stress of initial diagnosis returns
(Andersen et al., 2005) and is accompanied by additional distress
(Kim and Given, 2008). Recurrent breast cancer carries high symp-
tom burden and poor prognosis (Hanson Frost et al., 2000); thus,
spouses of women with recurrence bear the added burden of antic-
ipating the loss of their partner (Lewis and Deal, 1995).

Appraisals of events as stressful, and the resulting emotional
distress, contribute to a series of central nervous system and endo-
crine changes that can impact immunity. There are only limited
immune data from spouses of cancer patients, but the available
studies suggest compromised cellular immunity (Futterman
et al., 1996), poorer inflammatory control (Rohleder et al., 2009),
and, in the only study examining immunocompetence among
spouses of cancer patients with recurrence, suppressed response
to skin test antigens (Mortimer et al., 2005).

While the broader literature has demonstrated that recurrence
is a significant, stressful event associated with poor emotional and
physical outcomes for spouses (Germino et al., 1995; Northouse
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et al., 2000), it remains unclear whether the stress of the recur-
rence event, per se, or the chronic stress of cancer survivorship pro-
duces immune impairment. Data from relevant literatures
(Kiecolt-Glaser et al., 2002) suggest that spouses’ subjective expe-
rience of stress would be sufficient to compromise immunity. The
present study therefore examined the relative contributions of a
cancer-specific stressful event (i.e., recurrence) and the subjective
experience of stress (self-reported cancer-specific stress) in a sam-
ple of male spouses of breast cancer survivors. We hypothesized
that the stress associated with patients’ cancer would contribute
to poorer physical health and compromised immune function for
their spouses.

2. Method
2.1. Design

Given the impossibility of random assignment to recurrence,
several authors have recommended use of control groups matched
on disease characteristics that impact patients’ and spouses’ out-
comes (Given et al., 1997; Schulz et al., 1990); thus, we used a
matched-control design, comparing spouses of women with recur-
rence to a cohort of spouses whose wives were disease-free, but
had a history of breast cancer.

2.2. Procedures

This study was completed as a companion study in the context
of two larger studies of breast cancer patients. The first was a ran-
domized clinical trial (RCT) for women with newly diagnosed
breast cancer (Andersen et al., 2004). Those patients in the clinical
trial who experienced disease recurrence were invited into a sec-
ond, observational study of recurrence. During the same period,
additional recurrence patients from the same clinic were ap-
proached for the observational study (Andersen et al., 2007). Inde-
pendent of clinical trial participation, when a married patient in
the recurrence study was identified, she was approached during

an early clinic visit following diagnosis and, with permission, her
spouse was invited to participate in the present study.

The clinical trial database was used to identify a comparison
sample. We matched each recurrence patient to two or three mar-
ried, disease-free patients using original tumor size, nodal status,
menopausal status, time since initial diagnosis, and wives’ inclu-
sion in the intervention arm of the RCT. These variables were se-
lected to ensure that patients in both groups would have
undergone similar treatment and follow-up since initial diagnosis.
Spouses for the disease-free group were sequentially contacted
until a match agreed to participate. Exclusion criteria for spouses
included: diagnosis of dementia or related condition, immune-
related condition, or residence >150 miles from the research site.
Following informed consent, spouses completed an in-person
interview and blood draw. Assessments were conducted in the
clinic between 8 and 11 a.m. to control for diurnal variation.
Participants were offered $25.

2.3. Participants

During the study interval (2000-2003), 29 women from the
clinical trial recurred. Of these, 23 were married. Twenty-two addi-
tional patients were approached for the recurrence study; 17 of
whom were partnered, yielding a total of 40 married patients with
recurrence. Of the 40 spouses identified, 25 were eligible and 16
(64%) were accrued. Participants were assessed, on average,
8 months following their wife’s recurrence diagnosis, approxi-
mately 5 years after the initial cancer diagnosis.

A total of 42 eligible spouses of disease-free patients were iden-
tified using the procedure described above. Overall, 16 of 42 were
enrolled (38%). Participants in the disease-free group were as-
sessed approximately 6 years after their wife’s initial cancer
diagnosis.

2.4. Measures

Descriptive statistics and intercorrelations for the predictor and
outcome variables are presented in Table 1.

Table 1
Descriptive statistics for subjective stress, physical health, and immune function.
Mean (SD) Correlation
Total (n=32) Recurrence (n=16) Disease-free (n=16) 1 2 3 4 5 6
Subjective stress
1.IES™ 17.59 (13.98) 26.25 (12.14) 8.94 (9.84) -
Physical health
2. FSI-TDI” 7.34 (8.77) 10.75 (10.32) 3.94 (5.26) 042" -
3. PSI™ 6.88 (5.22) 9.13 (5.23) 4.63 (4.27) 071" 0.66"" —
Immune function
4. ConA, pg/mL -0.49° —-0.02 —-0.36 —
10.0 0.16 (0.12) 0.13 (0.12) 0.17 (0.13)
5.0 0.22 (0.13) 0.17 (0.12) 0.25 (0.14)
2.5 0.23 (0.14) 0.20 (0.14) 0.25 (0.15)
5. PHA, ug/mL -0.32 0.01 —0.09 045" —
10.0 0.27 (0.12) 0.25 (0.05) 0.28 (0.16)
5.0 0.29 (0.13) 0.27 (0.10) 0.31 (0.14)
2.5 0.26 (0.11) 0.25 (0.07) 0.26 (0.14)
6. T3 Mab (purified) -0.39 -0.04 -0.15 0.69" 0.53" —
1:32 0.36 (0.18) 0.35 (0.10) 0.37 (0.22)
1:64 0.28 (0.18) 0.24 (0.10) 0.31 (0.21)
1:128 0.24 (0.15) 0.20 (0.10) 0.27 (0.17)

Notes: Abbreviations: IES = Impact of Events Scale; FSI-TDI = Fatigue Symptom Inventory-Total Disruption Index; PSI = Physical Symptom Inventory; ConA = T-cell blastogenic
response to concanavalin A; PHA = T-cell blastogenic response to phytohemagglutinin; T3 Mab = T-cell blastogenic response to T3 monoclonal antibody. Reported means for
the immune variables are of the raw scores for the serial dilutions of ConA, PHA, and T3 Mab; correlations reported for the immune variables were calculated using composite
scores. Significance levels are for correlations and preliminary univariate ANOVAs.

* p<0.05.
* p<001.
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2.4.1. Stress

Cancer-Specific Stress: The Impact of Events Scale (IES) (Horo-
witz et al., 1979) was used to assess cancer-specific stress. Instruc-
tions were modified such that spouses were to describe their
feelings about their wife’s cancer during the past week. Total scores
are obtained by summing the items and range from 0-75; higher
scores indicate greater stress. Internal consistency reliability
(Cronbach’s o) for this sample was 0.89.

2.4.2. Physical health

Fatigue. The Total Disruption Index from the Fatigue Symptom
Inventory-Revised (FSI-TDI) (Hann et al., 1998) was used to assess
the degree to which fatigue interfered with participants’ general
level of functioning and activities of daily living. The FSI-TDI as-
sesses interference across seven domains (e.g., ability to conduct
normal work activities in/out of the home, ability to concentrate).
Scores range from 0 to 70; higher scores indicate greater interfer-
ence. o = 0.92.

Physical symptoms. The Physical Symptoms Inventory (PSI)
(Spector and Jex, 1998) assesses 51 common physical symptoms
(e.g., headaches, stomach cramps/pain, legs feeling weak, cough-
ing, nausea) experienced in the last month. Because our interest
was in physical health as an outcome and we were concerned
about overlap with IES items, five mental health items were omit-
ted (e.g., feeling tense/keyed up, nervous/shaky feeling inside).
Items are summed and scores range from O to 46; higher scores
indicate more symptoms. o = 0.83.

2.4.3. Immune function

T-cell blastogenic (proliferative) response to the mitogens Con-
canavalin A (ConA) and phytohemagglutinin (PHA) and T3 mono-
clonal antibody (Mab) were studied, as we (Andersen et al.,
1998; Carson et al., 2004; Thornton et al., 2007) and others [for re-
views, see (Herbert and Cohen, 1993; Segerstrom and Miller, 2004;
Webster Marketon and Glaser, 2008)] have demonstrated that T-
cell proliferative response decreases in response to a variety of
stressors, including caregiving stress (Kiecolt-Glaser et al., 1991).
Detailed descriptions of our standard laboratory procedures,
including blood separation, quantification of cell subsets, and
blastogenesis assays have been published (Andersen et al., 2004;
Carson et al., 2004; Thornton et al., 2007). Briefly, peripheral blood
leukocytes (PBLs) were isolated from 60 mL of venous blood. For
lymphocyte subset quantification, PBLs were labeled with flores-
cent-conjugated monoclonal antibodies (Mabs) specific for cell
surface markers total T-cells (CD3, fluorescein isothiocyanate), T4
subset (CD4, rhodamine), and T8 subset (CD8, fluorescein
isothiocyanate).

Briefly, PBLs resuspended in supplemented RPMI without phe-
nol red were seeded in triplicate, incubated, and pulsed with
MTS [3-(4, 5-dimethylthiazol-2-yl)-5-(3-carboxymethoxyphenyl)-
2-(4-sulfophenyl)-2H-tetrazolium, inner salt] and phenazine
methosulfate to measure proliferative response. Amount of prolif-
eration was determined via optical density readings of suspension
in the well compared to cells and media alone (Andersen et al.,
2004). Serial dilutions for ConA and PHA were 2.5, 5.0, and
10.0 pg/mL, and serial dilutions for T3 Mab were in the ratios of
1:32, 1:64, and 1:128. To reduce the chance of random variability
and the likelihood of Type I error, a composite score for each assay
was used in the primary analyses. Participants’ scores on each dilu-
tion were converted to z-scores (i.e., standard deviation units from
the overall mean). A composite score was calculated as the average
of the z-scores across the three dilutions, as described (Carson
et al., 2004; Thornton et al., 2007). Adequate blood samples were
available for 24 participants (recurrence n=10; disease-free
n=14).

2.4.4. Potential controls

Three classes of variables related to physical and immune out-
comes were considered as controls. To conserve degrees of freedom,
we used an empirical selection of controls, i.e., correlations between
potential controls and outcomes were obtained, and only variables
significantly correlated (p < 0.05) with outcomes were retained.

Sociodemographic and disease variables. Variables included age,
education (years), race (white/non-white), years partnered,
employment status (yes/no), hours worked/week, annual house-
hold income, and time elapsed since wives’ initial breast cancer
diagnosis.

Health behaviors. Alcohol use (drinks/day); smoking (ciga-
rettes/day, smoking history: yes/no, years abstinent); caffeine in-
take (ounces/day); sleep (hours/night); and physical activity
(regular activity: yes/no, strenuous/moderate/mild activity past
week: yes/no, overall activity rating) were assessed.

Health status. The Cumulative Illness Rating Scale (CIRS) (Linn
et al.,, 1995) assessed chronic medical conditions (e.g., hyperten-
sion) across 12 bodily systems (e.g., musculoskeletal, cardiovascu-
lar). Whole systems are rated on a four-point scale. Items are
summed for a total score; higher ratings indicate more chronic
conditions. Scores range from O to 48.

2.5. Analytic strategy

The recurrence and disease-free groups were compared on soci-
odemographic and patient disease characteristics using y2-tests or
analysis of variance (ANOVA). Given the small sample size and the
high correlations (Table 1) among similar outcome measures, a
multivariate analytic strategy was employed for the principle anal-
yses (Weinfurt, 1995), in order to conserve power and reduce the
Type I error that would occur had several ANOVAs been employed
(Morrison, 2004). Two multivariate analyses of covariance
(MANCOVA) were performed to examine the extent to which a
cancer-specific stressful event (recurrence vs. disease-free) and
self-reported cancer-specific stress (IES scores) influenced physical
health and immunity. Because we were interested in the relative
contributions of each, both stress variables were included in each
of the models. Age, education, drinks/day, and physical activity
level were significantly correlated with physical symptoms or
fatigue, and were included as covariates in the physical health
analysis. None of the controls considered were significantly corre-
lated (all p > 0.05) with individual immune outcomes; thus, none
were retained in the final MANCOVA. The percentage of lympho-
cytes that were T3 positive (T3%) was entered as a covariate to
avoid confounding the functional responses (i.e., blastogenesis)
with enumerative indicators.

3. Results

On average, participants were 58 years old (SD = 10.3), married
an average of 26 years (SD = 12.7), Caucasian (94%), and employed
(81%), with median family income of $75 K (SD = $80 K). There
were no group (recurrence vs. disease-free) differences on sociode-
mographic characteristics (all p’s > 0.07), health behaviors (all
p’s > 0.10), CIRS (p = 0.63), or in wives’ disease/treatment charac-
teristics, including initial stage (p = 0.06), treatments received (all
p’s = 0.12), months since initial diagnosis (p = 0.49), or participa-
tion intervention arm for those in the RCT (p = 0.65). Equivalence
of the groups indicates a successful matching procedure.

3.1. Physical health

The Wilks’ Lambda multivariate test of overall differences
among groups was not statistically significant (F(2,24)=0.747;
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p = 0.484, partial eta-squared = 0.059). See Table 2. Group (recur-
Ssa rence vs. disease-free) was not significantly associated with either
f3IQ fatigue or physical symptoms. IES scores were significantly associ-
5|22 2 ated with physical symptoms, but not FSI-TDI scores. These results
o § § § suggest that spouses reporting greater cancer-specific stress expe-
il R rienced more physical symptoms, regardless of whether their wife
TEIRRS had experienced a recurrence. Results also indicate that neither the
= recurrence event nor cancer-specific stress was significantly asso-
E ciated with interference from fatigue.
:
g § = . 3.2. Immune function
s9%|e8hm
fl-l‘f“é: Heee The Wilks’ Lambda multivariate test of overall differences
%7:03 among groups was not statistically significant (F(3,18)=0.476;
‘;"; p=0.703, partial eta-squared = 0.073). See Table 2. Group was
£ % SREEN not significantly associated with immune function; however,
\:; T lzax men with higher IES scores evidenced poorer ConA- and T3 Mab-
induced blastogenesis, but not PHA-induced blastogenesis. Thus,
spouses reporting greater cancer-specific stress evidenced lower
T-cell blastogenesis, regardless of wives’ recurrence status, though
cea the effect was not consistent across all three mitogens.
[l
~|333
Slggg 4. Discussion
gE[SSS
% ;E; g % g These results suggest that caring for a patient with cancer has
n&|lcSc|d an observable impact on spouses’ physical health and immune
5 § function. Moreover, they indicate that the subjective experience
E oy of cancer-specific stress, more so than the patient’s recurrence sta-
T8 o o tus, is associated with a greater level of physical symptoms such as
a § Slgan g backache/headache, indigestion, and shortness of breath, as well as
TTildsg = immune dysregulation. These results are important because care-
: n’-i_‘ ﬁ givers demonstrating poorer proliferative response may be more
§ g % vulnerable to infection and evidence impaired responses to vacci-
e % nation (Glaser et al., 2000; Redwine et al., 2004; Webster Marketon
®4a | E and Glaser, 2008), which could limit their ability to provide infor-
eg. |asa :: mal care/support to the patient and has broader implications for
g their own health. Indeed, decreased proliferative response to mit-
£ ogens has been associated with increased hospitalizations and
. g mortality among older adults (Ferguson et al., 1995; Murasko
wao |5 et al., 1990; Murasko et al., 1988). The only prior study examining
. g § 5 5 spouse immune responses in the context of cancer recurrence is
Slageg |y consistent with these findings; Mortimer et al. (2005) found that
= = g 2 § longer breast cancer duration and greater cancer-specific intrusive
3= 5 3 5 8 thoughts were associated with suppression of delayed-type hyper-
JElens|e sensitivity responses to skin test antigens.
g i"of These data are consistent with what is known to be the experi-
£ g ence of cancer patients and their families: the stress associated
= g with cancer is chronic and may extend for years post-diagnosis
é’ § ;:: Lo I (Nijboer et al., 1998). In the present study, cancer-specific stress
S< ; §§§ 2 was higher, on average, among spouses of recurrence patients.
2% K] However, cancer-specific stress was also elevated for a subset of
§ Eg 32 spouses of disease-free patients, most likely because some treat-
© - ment-related sequelae (e.g., pain, fatigue, neuropathy) persist even
R R g among the disease-free, and, regardless of recurrence status,
2‘ %l é §§ E spouses must cope with the physical demands associated with
S these symptoms. Such sequelae tend to be more common among
§ recurrence patients due to aggressive and ongoing treatments
o (Hanson Frost et al., 2000), but future studies are needed to clarify
: patient and spousal factors that contribute to high levels of cancer-
kS specific stress, as well as neuroendocrine correlates of stress and
§ immunity, among spouses faced with recurrence. Nonetheless,
g % 5 2 our data suggest that the health implications of caregiving for
B e § =SS spouses of cancer survivors is more strongly linked to their subjec-
floB5|8an tive experience of cancer as stressful; clinically, this would suggest
R ongoing assessment of caregiver stress that is not necessarily tied
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to specific cancer-related events (e.g., near the time of initial diag-
nosis or diagnosis of recurrence).

Several authors have provided evidence that caregivers experi-
ence poorer health than non-caregivers (Pinquart and Sorensen,
2003; Vitaliano et al., 2003); our data provide evidence for a
biological mechanism that might underscore previous findings.
Specifically, in the present study, men who reported more can-
cer-specific stress evidenced poorer T-cell blastogenesis, which
serves as a broad indicator of cellular immune function. The results
for PHA were not significant, consistent with prior research report-
ing different responses across immune assays in spousal caregivers
(Cacioppo et al., 1998). Such assay differences may be attributable
to the age of our sample. For instance, Murasko et al. (1990) re-
ported that only 3% of subjects less than 60 years old failed to
mount a proliferative response PHA, ConA, or pokeweed mitogen
(PWM), whereas 36% of those over age 60 showed no proliferation
to at least one mitogen.

The present study has several strengths. First, a focus on male
spouses coping with their wives’ cancer is uncommon; studies of
spouses of cancer patients include predominantly female or mixed
gender samples (Futterman et al., 1996; Rohleder et al., 2009), as
has the broader caregiving literature (Kiecolt-Glaser et al., 2002).
Second, our methods produced a well-matched sample. Studies
of spouses have generally not included comparison groups, though
some have contrasted spouses of women with recurrence with
spouses of newly diagnosed women (Given and Given, 1992;
Northouse et al., 1995). Such designs are useful, but do not account
for time from diagnosis, which could impact adjustment.

The primary limitation of our study is the small sample. Large
effects are observed for several outcomes based on the parameter
estimates for partial n? (Cohen, 1988; Levine and Hullett, 2002),
but the confidence intervals for the effect sizes are wide. Studies
with larger samples are warranted, as such studies would improve
the precision of estimates of parameters and effect sizes, increase
power to detect more subtle effects (including those of relevant
control variables), and enhance generalizability (e.g., to spouses of
patients living with other cancers). Clearly there is a need for further
research focused on factors contributing to chronic spousal stress
beyond the immediate post-diagnosis period (e.g., patient symptom
burden, functional limitations) and research examining the connec-
tions between spouse stress, immunity, and health outcomes.
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