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Summaries With Commentaries

Carbenoxolone As a Novel Therapy for Attenuation of
Cancer-Induced Bone Pain

Background. Only half of patients with cancer who
have moderate-to-severe pain experience temporary
pain relief through conventional therapies."™* Can
carbenoxolone alleviate cancer-induced bone pain
(CIBP)?

Design and Participants. This study tested the analge-
sic potential of carbenoxolone, a broad-acting connexin
blocker, in a CIBP mouse model and explored
mechanisms using connexin43 and connexin37 gap
junction blockers: Gap27 and Gap26. Sarcoma cells
were inoculated into the medullary cavity, and
carbenoxolone was administered intraperitoneally
once/day beginning day 5 postsurgery. Limb use and
weight-bearing deficits evaluated pain-related behavior,
and uCT and X ray were used to evaluate relative
bone density (RBD). Analysis included 1-way/2-way
ANOVA and Kruskal-Wallis, Friedman, and log-rank
tests.

Results. Animals were randomized into 5 groups: can-
cer+vehicle (n=10), cancer+20 mg/kg (n=11), can-
cer+40 mg/kg (n=12), sham+vehicle (n=8), and
sham+40 mg/kg (n=8). Compared with sham-
operated, cancer+vehicle demonstrated decreased
limb use and weight-bearing 14, 18, and 21 days
postinoculation; cancer-+carbenoxolone did not display
lower limb use until day 21 nor a weight-bearing deficit
until days 18 and 21 (all P<.05). Eighteen percent
(P<.01) and 25% (P<.05) of cancer+20 mg/kg and
cancer+40 mg/kg (vs. cancer+vehicle=70%) reached
the humane end point (limb use=0) after 21 days. RBD
was lower in sham-+40 mg/kg (vs. sham-vehicle;
P<.05) and lower in the cancer-bearing vs. sham groups
(days 14—21; P<.0001). However, on day 7, only
cancer+vehicle had lower RBD vs. shams (P<.05);
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cancer-+carbenoxolone did not until day 14 (P<.0001).
Gap27 increased limb use after 30 (P<.01) and 60
(P<.05) minutes and weight-bearing after 30 (P<.0001)
and 60 (P<0l) minutes. Gap26 demonstrated
no effect. Connexin43 was downregulated in
cancer+vehicle (but not cancer+carbenoxolone) vs.
shams (P<.05).

Commentary. Currently, CIPB can be treated with
nonsteroidal antiinflammatories, opioids, and adjunct
therapy including radiation, nerve blocks, antiepilep-
tics (eg, gabapentin and carbamazepine), antidepres-
sants, and steroids. Despite the number of current
analgesic treatments, CIPB continues to be disabling
and difficult to treat. Carbenoxolone, a glycyrrhetinic
acid with a steroid-like structure derived from licorice
root, has been used for the treatment of inflammation
and ulceration of the gastro-esophageal tract. This
study examines the analgesic potential of
carbenoxolone, a broad-acting connexin blocker,
and reports decreased and slower progression of
pain—related behavior in a CIPB mouse model. The
analgesic effect of carbenoxolone was felt to be
mediated by altered nociceptive signaling by an
unclear mechanism, possibly downregulation of
connexin43, as opposed to a significant attenuation
of bone degradation.

Bottom Line. Carbenoxolone, a low-cost and
available drug, has analgesic potential in the
treatment of CIPB and clinical trials are warranted.

Reviewer. Rony Dev, DO, Department of Symptom
Control and Palliative Medicine, University of Texas
MD Anderson Cancer Center, Houston, TX

Source. Falk S. Carbenoxolone as a novel therapy
for attenuation of cancerinduced bone pain. Pain.
2018;159(6):1127-1136.
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Analyzing the Relationship Between Palliative Care Access
and Nurses’ Moral Distress,

Background. Moral distress “occurs when one knows
the ethically correct thing to do, but is prevented from

acting on that perceived obligation.”] What is the rela-
tionship between palliative care (PC) access and inten-
sive care unit (ICU) nurses’ moral distress?

Design and Participants. This study evaluated rela-
tionships among moral distress, empowerment, ethi-
cal climate, and PC access in the ICU. ICU nurses in
a national database were recruited (2015) to complete
an online survey based on the Moral Distress Scale-
Revised (MDS-R), Hospital Ethical Climate Survey
(HECS), the Psychological Empowerment Index
(PEI), and a questionnaire assessing nurses’
perceptions of access to PC. Inclusions: current ICU
nurse employment, provision of direct adult ICU
patient care, and having provided care for a dying
patient within 6 months. Descriptive, correlational,
and regression analyses were performed.

Results. Participants (N=238) were mean (SD) age 38
(11) years, 90% female, 82% white, and 62% BSN degree
holding with mean (SD) 8 (9) years ICU experience. Hos-
pitals were 79% community/public. The mean (SD)
MDS-R score (possible 0—225; higher reflects greater
distress) was 97 (56). The mean (SD) HECS score
(1.96—5; higher indicates a positive climate) was 3.9
(0.5). The mean (SD) PEI score (1—7; higher indicates
greater perceived empowerment) was 5.3 (0.8).
Empowerment (r=-0.145; P=02), HECS (r=-0.354;
P<.001), tertiary referral center facilities (r =—0.166;
P=.007), education (P=001), and African American
race (P<.001) were negatively correlated with MDS-R.
ICU bed number (r=0.251; P<.001) and full PC team
access (r=0.196; P=004) were positively correlated with
MDS-R. MDSR—empowerment and MDSR—HECS
relationships were unaffected by PC access.

Commentary. Not surprisingly, ICU nurses who work
in an ethically supportive environment experienced
lower levels of moral distress. In addition, there was
a curvilinear relationship between moral distress and
empowerment suggesting that nurses with very low
and very high perceived empowerment have lower
moral distress. Most surprisingly, nurses with access
to PC teams reported higher levels of moral distress.
Possible reasons cited for this were insufficient PC
team integration, unmet expectations, and knowledge
gaps regarding the role and benefits of PC for patients
in the ICU. Perhaps this inverse relationship might be
better understood if baseline knowledge of PC’s role
was assessed among all interdisciplinary ICU staff.
This would then help identify key areas of deficiency
and allow for targeted intervention.

Bottom Line. Additional studies looking at how to
best integrate PC teams into the ICU might ameliorate
moral distress among nurses.

Reviewer. Timothy Mark Corbett, MD MA HMDC
FAAHPM, Trellis Supportive Care, Winston-Salem, NC

Source. Altaker KW, Howie-Esquivel J, Cataldo JK.
Relationships among palliative care, ethical climate,
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empowerment, and moral distress in intensive care
unit nurses. Am J Crit Care. 2018;27(4):295-302.
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Effect of Chemotherapy on Functional Decline in Older
Women with Breast Cancer

Background. Almost half of breast cancer diagnoses
occur in patients older than 65 years.1 How much
physical function change occurs in older adults receiv-
ing adjuvant chemotherapy?

Design and Participants. This unplanned secondary
analysis of the Cancer and Leukemia Group B-49907
prospective randomized clinical trial assessed self-
reported physical function changes in women =65
years receiving adjuvant breast cancer chemotherapy
and investigated physical function decline—associated
vs. “resilience-associated” factors. The physical
function subscale of the European Organization for
Research and Treatment of Cancer Quality-of-Life
Questionnaire was administered prechemotherapy,
immediately postchemotherapy, and 12 months
postchemotherapy initiation. “Functional decline” was
a >10-point decrease from baseline. “Resilience” was
a return to =10 points of baseline (physical function
return-to-baseline). Multivariable regression was used.

Resulis. Participants (N=256) were mean (SD) age
72 (4.7) years, 88% white, 69% unemployed, 58% mar-
ried, and 89% =high school educated. The mean
(SD) pre-chemotherapy function score was 86 (16).
The most common prechemotherapy symptoms were
fatigue (82%) and pain (65%). Forty-two percent
had a decline at the end of chemotherapy (median
20 points), 47% of whom were resilient by 12
months postinitiation. Marriage (odds ratio [OR]=
2.52, 95% CI=1.06—6.03, P=04), <4 positive nodes
(3.57, 1.01-12.60, P=.048), and no pretreatment
appetite loss (3.65, 1.20—11.11, P=02) were
resilience-associated. Women with fatigue at baseline
had greater odds of decline (2.37, 1.12—5.02,
P=02). Thirty percent had decline 12 months
postinitiation (median 20 points). Being unmarried
(1.98, 1.14—3.44, P=01) and prechemotherapy
dyspnea (2.37, 1.26—4.46, P=007) were decline-
associated. Fifty percent were decline-resistant.
Resistance-associated factors were absence of both
pretreatment fatigue (2.49, 1.20—5.19, P=.01) and
pretreatment dyspnea (1.94, 1.07—3.54, P=.03).

Commentary. Older women with breast cancer are
less likely to be included in clinical trials.”* Given lim-
ited evidence, clinicians may wonder whether benefits

of chemotherapy outweigh quality-oflife (QOL)
concerns. Many older women with breast cancer
don’t receive standard regimens.” However, standard
chemotherapy was associated with better survival for
older women, and the effects on QOL resolved at 1
year.4 Functional decline also is important given its
association with loss of independence and poor
survival.” This study adds information on the
prevalence of significant, sustained functional
decline that can inform shared decision making.
Predictors of functional outcomes included fatigue,
appetite loss, marital status, and dyspnea. Targeting
exercise, diet, and social support may improve
function. More investment in and evaluation of
lifestyle and support programs, such as l-on-1 peer
support, is needed.

Bottom Line. Forty-seven percent of older women
with breast cancer who experience initial functional
decline after chemotherapy recover, but, ultimately,
30% remain impaired at 12 months.

Reviewer. Elizabeth Chuang, MD MPH FAAHPM,
Albert Einstein College of Medicine, Bronx, NY

Source. Hurria A, Soto-Perez-de-Celis E, Allred |B,
Cohen HJ, Arsenyan A, Ballman K, et al. Functional
decline and resilience in older women receiving
adjuvant chemotherapy for breast cancer [published
online ahead of print August 26, 2018]. | Am Geriatr
Soc. 2018.
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Effects on Healthcare Use with Patients with Advanced
Heart Failure Enrolled in Hospice

Background. The number of individuals =65 years
with advanced heart failure (HF) is rising.1 How
does hospice affect end-oflife healthcare use by
patients with HF?

Design and Participants. This study sought to iden-
tify predictors of hospice enrollment for patients
with HF and determine the hospice impact on
healthcare use. Medicare administrative, claims,
and patient assessment 2009—2010 data were used
to compare hospitalizations, intensive care unit
(ICU) stays, and emergency department visits for
hospice-enrolled vs. unenrolled beneficiaries using
a propensity score-matched, greedy algorithm-
derived sample of Medicare decedents. The
inclusion criteria were: 1) =2 HF discharges within
6 months; 2) Outcome and Assessment
Information Set assessment =7 days after second
HF discharge; and 3) death =6 months after
second HF discharge. Analyses included chi-square,
t-tests, negative binomial regression, and Kaplan-
Meier curves with the log-rank test.

Results. Beneficiaries (n=6,134) were mean age 82
years, 53% female, and 15% black, Asian, or His-
panic. Hospice-enrolled beneficiaries had fewer
emergency department (ED) visits during 6 months
before the second discharge (2.38 vs. 2.59; P=.01).
Enrollees had fewer ED visits (2.64 vs. 2.82; P=.04),
inpatient days (3.9 vs. 4.67; P<.001), and ICU days
(1.25 vs. 1.51; P=001) =30 days after the second
discharge. Enrollees had fewer ED visits (4.25 vs.
5.25; P<.001), inpatient days (11.7 vs. 14.8;
P<.001), inpatient stays (1.75 vs. 2.18; P<.001), ICU
days (3.75 vs. 4.86; P=04), and skilled nursing
facility days (4.38 vs. 6.44; P=04) =6 months after
the second discharge. Enrollees were less likely to
die in-hospital (3% vs. 56%; P<.001) and had
longer median survival (80 days vs. 71; P=.004).

Commentary. Although the potential benefits of
hospices for HF are frequently cited, this study tries
to prove these benefits using rigorous methods and
a large data pool in a way that will speak to cardiol-
ogists, hospitals, and payers. What did they find?
First, following hospice enrollment, all measures of
healthcare utilization decreased. Second and some-
what surprisingly, patients who received hospice
had a longer median survival than patients with
usual care. Unfortunately, the proportion of HF de-
cedents who receive hospice care still lags behind
other diagnoses.” More research is needed to under-
stand the unique barriers to hospice enrollment
with HF. In addition, opportunity exists to integrate
evidence-based HF treatments into hospice care

through education for hospice staff, clinical
pathways, and remote monitoring.

Bottom Line. In this large propensity-score matched
study of HF patients, hospice was associated with
significant decreases in the use of EDs, acute care,
and ICUs as well as modest increases in survival.

Reviewer. Nina O’ Connor, MD FAAHPM, University
of Pennsylvania, Philadelphia, PA

Source. Gelfman LP, Barrén Y, Moore S, Murtaugh
CM, Lala A, Aldridge MD, et al. Predictors of hospice
enrollment for patients with advanced heart failure
and effects on health care use. JACC Heart Fail.

2018;6(9):780-789.
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How Do Mothers and Fathers Experience Stress Related to
Pediatric Critical Care

Background. Congenital heart disease (CHD) af-
fects 9/1,000 live births." What are the emotional
states, stressors, and supports of parents caring for
children with CHD?

Design and Participants. This qualitative study exam-
ined how mothers and fathers experience the stress of
caring for a young child with CHD and use hospital
and community supports. Parents whose children un-
derwent cardiac surgery at <6 months old participated
in semistructured, individual interviews (via a pediatric
psychologist/psychology fellow) about their experi-
ences at the time of diagnosis, surgical admission,
and discharge to home postsurgery. Interview data
were coded, and themes related to emotional states,
stressors, and supports were identified. Analysis of
data used an inductive thematic approach.

Results. Parents (N=34; 21 families) were 41% male
and 38% white. Thirty-eight percent earned <$30,000
and 29% had at least a college degree. Thirty-eight
percent of children were 12—23 months old.
Participants described stress, fear, being overwhelmed,
frustration, guilt (diagnosis to discharge), insufficient
preparation/knowledge, inadequate support networks,
support from and confidence in doctors/nurses, and
friends/family/ community—provided support. Mothers
were more likely to report anger, sadness, loneliness,
helplessness, numbness, and confusion; describe
stressful healthcare provider communication; discuss
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spouse/partner—related problems (emotional support,
childcare help); discuss difficulty balancing care for
their other children; describe concerns about daily
expenses, attaining educational goals, and maintaining
work and transportation; and discuss support from
hospital resources, partners/spouses, and other CHD
parents. Fathers were more likely to report feelings of
shock, discuss difficulty balancing work responsibilities
and care/support for the mother (who tended to be at
the hospital alone), describe mistrust of healthcare
providers, discuss coworker/manager—provided
support, and feel that the return to a work routine was
helpful.

Commentary. Patient- and family-centered care is
a mutually beneficial partnership that recognizes the
importance of the family in the patient’s life.?
However, previous studies examining stressors on the
family often focus on mothers or treat the parents as
a single dyadic unit. This qualitative study’s unique
a priori hypothesis is that mothers and fathers
experience healthcare challenges in different ways.
Fathers of children with CHD report stressors as well
as support that are grounded in their work
environment. As such, the medical team may be
unaware of the challenges particular to fathers,
which may lead to further isolation and helplessness.
Although this study was conducted in parents of
children with CHD, the findings likely are
generalizable to parents of children with other life-
limiting or life-threatening illnesses.

Bottom Line. To practice true patient- and family-
centered care, the medical team must identify the
distinct  stressors mothers and fathers each
experience and develop strategies on how to best
include and support them.

Reviewer. Kevin Madden, MD FAAP, University of
Texas MD Anderson Cancer Center, Houston, TX

Source. Sood E, Karpyn A, Demianczyk AC, Ryan J,
Delaplane EA, Neely T, et al. Mothers and fathers ex-
perience stress of congenital heart disease differently:

recommendations for pediatric critical care. Pediatr
Crit Care Med. 2018;19(7):626-634.
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Recognizing Culturally and Linguistically Diverse Patient
Perspectives in Palliative Care

Background. The transition to palliative care (PC)
among culturally and linguistically diverse (CALD)
populations may lead to communication barriers and
community isolation." What are the attitudes toward
and understandings and experiences of end-of-life
care among CALD patients and caregivers?

Design and Participants. This qualitative study used
semistructured interviews to explore experiences and
perspectives of CALD patients and caregivers who
were being transitioned to PC in two Australian hospi-
tals. A purposive sampling strategy was used, and inter-
views were recorded. Interviews focused on PC
experiences/understandings; communication needs/
values in the context of hospital care; experiences of be-
ing cared for/caring during serious illness; and experi-
ences/perspectives on formal/institutional support/
care for CALD patients and caregivers. Thematic analy-
sis was conducted using the framework approach.

Results. Patients (n=16; care type="75% public; 8 out-
patients) were 44% 60—69 (range=30—89) years old,
69% female, 19% Catholic (19% no religion/undis-
closed), 31% from Asia, and 38% from the European
Union; 75% spoke English and 25% Mandarin. Care-
givers (n=14; care type=57% public; 4 daughters, 4 wives,
4 husbands, 1 granddaughter, and 1 ex-wife) were 50%
60—69 (range=20—69) years old, 71% female, 29%
Catholic (36% no religion/undisclosed), 57% from
Asia, and 14% from the European Union; 79% spoke
English and 36% Mandarin. Four themes emerged:
terminology in the PC transition (variable or absence of

understanding of the PC concept/meaning);
communication, culture, and pain management
(difficulties communicating with clinicians about

expectations of treatment); (not) talking about death/
dying (talking about death/dying was associated with
giving up); and religious faith as a coping strategy,
challenging the terminal diagnosis (preference to focus
on religious faith instead of medical futility).

Commentary. Effective communication about end-of-
life care can be difficult, especially when it involves
culturally diverse patients and families. Participants in
this study identified 4 opportunities for improvement:
defining PC, setting expectations for pain/symptom
management, talking about death, and integrating
religion into end-oflife discussions. Although some
recommendations were relevant for subsets of CALD
patients (eg, the necessity of language interpreters),
these 4 opportunities also echo universal PC patient
experiences. Concepts of palliative care commonly are
misunderstood, pain and symptom management often
can be improved, death is frequently a taboo topic, and
we always should ask about patients’ faith. Furthermore,
attributing specific communication needs to specific
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cultures is risky; rather than make culturally based
assumptions, clinicians should explore preferences with
all patients and families regardless of their culture.

Bottom Line. Attending to cultural differences is
part of good PC. It involves exploring and supporting
patients’ stories, hopes, worries, and values.

Reviewer. Abby R. Rosenberg, MD MA MS, Seattle
Children’s Research Institute; Palliative Care and Re-
silience Research, University of Washington, Depart-
ment of Pediatrics; Division of Bioethics and
Palliative Care; Seattle, WA

Source. Kirby E, Lwin Z, Kenny K, Broom A, Birman H,
Good P. “It doesn’t exist...”: negotiating palliative care
from a culturally and linguistically diverse patient and
caregiver perspective. BMC Palliat Care. 2018;17(1):90.

Reference

1. Broom A, Good P, Kirby E, Lwin Z. Negotiating
palliative care in the context of culturally and lin-
guistically  diverse patients. Intern Med |
2013;43(9):1043-1046.

PC-FACS Feedback
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