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Posttraumatic Stress Disorder (PTSD). To avoid this there should be
a shift towards transitioning care to an outpatient setting as soon as
safely possible. Advanced care planning is an important aspect of
palliative care and the knowledge of its impact in the HCT setting is
limited. Lack of completion of such, was associated with a high risk
of death and ICU utilization within 14- and 30-days post-transplant,
specifically in the case of an allogeneic HCT. There are many barriers identified for the underutilization of this service in the HCT setting
with the most important one being the overly optimistic attitude of the
HCT physician treating patients undergoing high-risk transplants. To
understand this further a HCT physician-based survey revealed that
>80% physicians felt that a palliative care consult was associated
with a ‘giving up’ attitude. However, there is now growing awareness
of this misconception and efforts are being made to bridge this gap
in understanding and knowledge.
Keywords: Comfort care in BMT; HCT; Hospice in BMT; Palliative
care; Symptom management

Introduction

Abstract
Palliative care is directed towards symptom control for patients
suffering with any terminal illness including cancer. An integral part
of this is end of life care. Hematopoietic Cell Transplant (HCT) is
associated with a curative intent especially in the allogeneic setting
and palliative care discussions are often tricky in these situations. An
important aspect is recognizing patient’s and appropriate timing to
yield the best results. Early palliative care consultation is now considered standard of care in patients with advanced cancer, especially those undergoing a high-risk transplant. This was associated with
improved mood, sense of hope, decreased levels of anxiety during
HCT which was sustained for a few months post-transplant. Late
involvement of the palliative care team during the terminal phase of
illness is associated with higher symptom burden on patients and
their families. There are certain identifiers that serve as a guide for
palliative care intervention in patients with hematological malignancies or those undergoing a HCT. These may be patient or caregiver, disease or treatment related or psychosocial. An important and
overlooked side effect that needs to be addressed is depression and
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The ultimate aim of palliative care in patients with cancer is to
decrease the suffering associated with their disease and in return provide them with better Quality of Life (QOL) Hospice is an essential
part but not synonymous to palliative care, which is an important
difference, and understanding of the same is increasing amongst patients and providers [1]. As the average life expectancy is rising, the
proportion of patients with cancer is increasing. Given advancements
in detection and treatment of cancer, patients are living longer with
symptoms secondary to their disease or side effects from treatment.
Addressing these symptoms is of utmost importance in maintaining
good QOL and in some cases providing a survival benefits [2].
Palliative care discussions in patients receiving a Hematopoietic
Cell Transplant (HCT) are often challenging as this is potentially a
curative option for many malignant and non-malignant diseases. The
total number of hct is increasing and so is the average age of such candidates. In 2016, >50% of autologous and 30% of allogeneic transplants were in patients >60 years of age [3]. This is possible given
improvement in supportive care measures such as better anti emetics
and antibiotics to name a few.
Adult HCT, specifically of allogeneic type, is associated with high
risk of Graft versus Host Disease (GvHD), reported incidence of
chronic GvHD ~40-50%, amongst other complications such as infections, graft failure, late treatment toxicities which can ultimately lead
to increased morbidity and mortality [4]. It is in these situations there
is a known benefit in addressing the patient’s physical symptoms,
emotional requirements and psychosocial needs which are essentially
the core components of palliative care. Another key role is providing
caregiver support, as they always remain underserved. Despite these
benefits, their expertise is highly underutilized. In this article we will
discuss the importance of an integrated team approach with palliative
care and answer a few essential questions.
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WHEN to Consult Palliative Care?
Palliative care has different roles during the disease and treatment
trajectory, with the ultimate goal being comfort. Understanding that,
consulting palliative care anytime during the disease course is appropriate. Most recently established standard of care is an early consultation especially in the advanced stages of solid malignancies and this
was evaluated in the HCT setting as well [5,6].
Traditionally, palliative care is consulted during the terminal phase
of disease or treatment, to discuss grave prognosis and end of life
care. This is changing. Pre-transplant consultation, in an outpatient
setting, for those undergoing a high risk HCT (Hematologic Cell
Transplantation-Comorbidity Index (HCT-CI) of 3 or higher, relapse
risk >25%, or mismatched donor transplant) was evaluated. This was
associated with improved patient outcomes such as mood and sense
of hope along with better coping skills during the whole transplant
process and 3 months post-transplant [7]. In one of the first ever reported randomized trial involving 160 HCT patients, 81 received early
post-transplant intervention with twice weekly palliative care visits,
whereas the other group of 79 received palliative care only if consulted. The intervention group had a smaller QOL loss from baseline at 2
weeks (p=0.045) and improved control of symptoms and mood with
lesser anxiety. This benefit was also seen 3 months post-transplant
with higher QOL and lesser depressive symptoms [8].
A decrease in QOL and increased symptoms of depression while
admitted for HCT are important predictors of 6-month QOL, hence
these need to be managed appropriately [9]. Another study assessing early palliative care starting with the first interaction of the HCT
team and any subsequent admissions was associated with a feeling of
better preparedness for transplant. This helped alleviate anxiety with
improved symptoms [10].
Based on recent CIBMTR data (Center of International Bone and
Marrow Transplant Research) the most common cause of death in a
patient after an autologous transplant is disease relapse (69%). The 3
year mortality after a matched related and matched unrelated donor
transplant is 58% and 47% respectively [3]. It is at these times patients and their families require additional support. A study looked at
this exact scenario and reported that a delay in integration of palliative
care and end of life discussions towards the terminal phase of illness
leads to a higher symptom burden on both the patient and their families. This is an important gap that needs to be filled [11].

WHO is the Right Candidate?
There are certain identifiers that may serve as a guide for palliative care intervention in patients with hematological malignancies or
those undergoing a HCT. These may be patient or caregiver, disease
or treatment related or psychosocial. Such triggers were reported by
Leblanc et al., and are: HCT patients at the time of hospitalization or
at the time of development of GvHD, high symptom burden either
chronically or acutely related to treatment (iatrogenic symptoms), patients or families having difficulty coping financially or emotionally
with illness or at end of life [12,13]. In a small pilot study, high levels
of pre transplant distress (anxiety and depression) was highly predictive of post-transplant distress (p<0.0001) [14]. There are many scales
that can help providers understand patient’s symptom burden such as
the Edmonton symptom assessment scale, NCCN distress thermometer, FACT-BMT [15,16]. These can be utilized with the understanding
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that not all were validated in HCT patients. NCCN has also set forth
guidelines which are patient and caregiver focused [16].

HOW Can Palliative Care Help?
Symptom management with a team approach
Majority of the symptoms that require management arise from
toxicity secondary to chemotherapy or complications from HCT.
Given that these are iatrogenic, there is a need to reverse these symptoms aggressively. Guidelines to manage these have been put forth
by multiple organizations such as NCCN, ASH, ASCO though they
are not specific to HCT patients. In this section we will discuss the
often-overlooked symptoms in HCT and their non-pharmacological
management.
One such important and often overlooked side effect that plagues
this population is depression and Posttraumatic Stress Disorder
(PTSD). Increase in depression and decline in QOL during hospitalization are important predictors for developing PTSD at 6 months [9].
To avoid this there should be a shift towards transitioning care to an
outpatient setting as soon as safely possible. To make this successful
a team approach is prudent, which requires assistance from physical
and occupational therapy, home health services, dietary services, spiritual care and palliative care [17,18]. There is also decreased hospitalizations, ICU transfers and better caregiver bereavement with such an
integrated approach [19,20].
There are multiple non pharmacological ways to allow for symptom control such as yoga, music therapy, cancer rehabilitation program, meditation and spiritual care [18,21-25]. Management of
symptoms may require only short term interventions but may transition into long term based on their disease course. In one of its kind
studies that looked at benefit of physical therapy and exercise done
before, during and after high dose chemotherapy and HCT, reported
an improved sense of physical and psychological well-being as well
as quicker rehabilitation [26]. Again to make this successful a team
approach is prudent [17].

Advance care planning for HCT
Dying with dignity and as per the patient’s wish is the sole purpose of Advance Care Planning (ACP). These wishes address end of
life care such as, extent of aggressive measures like ICU admission,
mechanical ventilation, artificial nutrition etc. ACP has shown to have
a positive impact with decreasing hospitalizations and use of life-sustaining treatment and increasing the use of hospice and palliative care
services. Patients that utilized ACP were more likely to die outside the
hospital and with hospice services, on their own terms [27,28].
There is limited data regarding the use of ACP and its outcomes in
the HCT setting. Studies report only about 50% of patients undergoing HCT had advance directives either discussed with the clinician,
family member or documented in the chart. Lack of completion of
such, was associated with a high overall risk of death and higher ICU
utilization within 14 and 30 days post-transplant, specifically in the
setting of allogeneic transplant [29,30]. Some of the barriers identified in the utilization of ACP were age (high intensity end of life
care for pediatric and young adults whereas higher use of ACP with
older age), race/ethnicity (higher ACP in whites and less common in
Asians and Hispanics), lack of communication between physician and
patient/family regarding outcomes during illness and lack of time to
address these during clinic visits [31].
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Models for delivering palliative care

Conclusion

There are multiple models suggested for the integration of palliative care in the ‘HCT’ team. These are usually utilized differently at
different centers based on availability of resources. One such model is
discussed here as suggested by Levine et al. The Traditional model refers to consulting palliative care based on the primary team decision.
This is the most conservative approach and is shown to be associated
with a worse prognosis on survival. Palliative care is involved late in
the treatment course. The Trigger based model is common and identifies patients that will benefit the most based on certain triggers (1st
or 2nd transplant, relapsed disease, high symptom burden etc). This allows for best utilization of resources. Universal Tiered model is when
patients have a first consult before HCT and then subsequently based
on a ‘need basis’. Identification of such patients is via screening consults. Finally, the universal model which is more liberal and all HCT
patients receive a palliative consult before transplant with regular follow up. This is most resource intensive, but all patients were shown to
benefit [32].

Palliative care is not synonymous with hospice and aims at symptom management and patient’s comfort in different phases of HCT.
There is a noted benefit for early palliative care involvement and assistance with advance care planning which will eventually lead to decreased ICU admissions and health care utilizations. There are many
models for delivery for these services either directly by the HCT team
and physicians or directly from the palliative care team. Despite this
there is a limited utilization of these services by the HCT team and
this gap is to be bridged. Efforts for the same are currently underway.
More research needs to be undertaken to identify high risk HCT patients that will benefit the most from palliative care.

Ability to deliver palliative care services varies based on centers.
There is a growing shortage of palliative care specialists worldwide,
though this gap is shrinking [33,34]. Hence, frequently the onus
for symptom management falls on the patient’s primary team. This
would constitute as Primary palliative care. Secondary palliative care
is when the primary team is provided with input from the palliative
care specialists for symptom management. Final decisions are made
by the primary team. This can be utilized in the inpatient or outpatient
setting and is the most commonly used mode of delivery. Tertiary palliative care is when the palliative care team manages complex symptoms such as pain, palliative sedation etc requiring high skill [35].
Quaternary palliative care is when the palliative care team assumes
all care for the patient, usually seen in the end of life/ terminal phase
of disease [36]. HCT patients are usually managed with a mix-match
of these services during their treatment course providing them with
additional support when needed.

References

Barriers
HCT is a complex and long process starting from donor identification and disease control and may take months, especially in the allogeneic setting. During this period patients’ physical symptoms, spiritual and emotional requirements, psychosocial and financial needs as
well as caregiver support are usually overlooked. This could be due
to time constraints during a clinic visit, lack of understanding of the
treating provider of these symptoms.
Despite the growing awareness of benefits of palliative care this
service is underutilized. One of the important reasons identified is the
overly optimistic attitude of the HCT physician treating patients with
high risk transplant. The reasons for this are multi factorial. A HCT
physician based survey identified a few barriers and an important one
was the perception of palliative care as being end of life or associated with the feeling of ‘giving up’ by the patient and their families
(>80%). Others were, lack of understanding the role of palliative care
by HCT physicians and cultural factors (women HCT physicians and
<10 years into practice were more likely to make palliative care referrals) [37]. There is now growing awareness and efforts are being
made to bridge this gap between the HCT physicians and palliative
care with increased educational activities, seminars and lectures [38].
J Hosp Palliat Med Care
ISSN: HHPMC, Open Access Journal

Acknowledgement
I would like to acknowledge the contribution of Prathinav Ramananth Vishnu, student of San Francisco University High School
who assisted in editing, data collection and proofreading for the article.

1. Ferris FD, Bruera E, Cherny N, Cummings C, Currow D, et al. (2009)
Palliative cancer care a decade later: Accomplishments, the need, next
steps -- from the American Society of Clinical Oncology. J Clin Oncol
27: 3052-3058.
2. Temel JS, Greer JA, Muzikansky A, Gallagher ER, Admane S, et al. (2010)
Early palliative care for patients with metastatic non-small-cell lung cancer. N Engl J Med 363: 733-742.
3. D’Souza, A, Lee S, Zhu X, Pasquini M (2017) Current use and trends in
hematopoietic cell transplantation in the United States. Biol Blood Marrow Transplant 23: 1417-1421.
4. Filipovich AH, Weisdorf D, Pavletic S, Socie G, Wingard JR, et al. (2005)
National institutes of health consensus development project on criteria for
clinical trials in chronic graft-versus-host disease: Diagnosis and staging
working group report. Biol Blood Marrow Transplant 11: 945-956.
5. Smith TJ, Temin S, Alesi ER, Abernethy AP, Balboni TA, et al. (2012)
American society of clinical oncology provisional clinical opinion: The
integration of palliative care into standard oncology care. J Clin Oncol
30: 880-887.
6. Bakitas MA, El-Jawahri A, Farquhar M, Ferrell B, Grudzen C, et al. (2017)
The team approach to improving oncology outcomes by incorporating palliative care in practice. J Oncol Pract 13: 557-566.
7. Loggers ET, LeBlanc TW, El-Jawahri A, Fihn J, Bumpus M, et al. (2016)
Pretransplantation supportive and palliative care consultation for high-risk
hematopoietic cell transplantation patients. Biol Blood Marrow Transplant
22: 1299-1305.
8. El-Jawahri A, LeBlanc T, VanDusen H, Traeger L, Greer JA, et al. (2016)
Effect of inpatient palliative care on quality of life 2 weeks after hematopoietic stem cell transplantation: A randomized clinical trial. JAMA 316:
2094-2103.
9. El-Jawahri AR, Vandusen HB, Traeger LN, Fishbein JN, Keenan T, et al.
(2016) Quality of life and mood predict posttraumatic stress disorder after
hematopoietic stem cell transplantation. Cancer 122: 806-812.
10. Roche-Green A, Finn L (2017) Early palliative intervention for allogenic
stem cell transplant (S796). Journal of Pain and Symptom Management
53: 463-464.
11. Button EB, Gavin NC, Keogh SJ (2014) Exploring palliative care provision for recipients of allogeneic hematopoietic stem cell transplantation
who relapsed. Oncol Nurs Forum 41: 370-381.
Volume 2 • Issue 1 • 100004

Citation: Gupta R (2018) The WHO, HOW and WHEN of Palliative Care in the Hematopoietic Stem Cell Transplant Setting. J Hosp Palliat Med Care 2: 004.

• Page 4 of 5 •

12. LeBlanc TW, Roeland EJJ, El-Jawahri A (2017) Early palliative care for
patients with hematologic malignancies: Is it really so difficult to achieve?
Curr Hematol Malig Rep 12: 300-308.

26. Courneya KS, Keats MR, Turner AR (2000) Physical exercise and quality
of life in cancer patients following high dose chemotherapy and autologous bone marrow transplantation. Psychooncology 9: 127-136.

13. LeBlanc TW, El-Jawahri A (2015) When and why should patients with
hematologic malignancies see a palliative care specialist? Hematology Am
Soc Hematol Educ Program 2015: 471-478.

27. Brinkman-Stoppelenburg A, Rietjens JA, van der Heide A (2014) The effects of advance care planning on end-of-life care: A systematic review.
Palliat Med 28: 1000-1025.

14. Lee SJ, Loberiza FR, Antin JH, Kirkpatrick T, Prokop L, et al. (2005) Routine screening for psychosocial distress following hematopoietic stem cell
transplantation. Bone Marrow Transplant 35: 77-83.

28. Teno JM, Gruneir A, Schwartz Z, Nanda A, Wetle T (2007) Association between advance directives and quality of end-of-life care: A national study.
J Am Geriatr Soc 55: 189-194.

15. Holland J (1999) NCCN practice guidelines for the management of psychosocial distress. Oncology (Williston Park) 13: 113-147.

29. Cappell K, Sundaram V, Park A, Shiraz P, Gupta R, et al. (2018) Advance
directive utilization is associated with less aggressive end-of-life care in
patients undergoing allogeneic hematopoietic cell transplantation. Biology
Biol Blood Marrow Transplant 24: 1035-1040.

16. Holland JC, Bultz BD (2007) The NCCN guideline for distress management: A case for making distress the sixth vital sign. J Natl Compr Canc
Netw 5: 3-7.
17. LeBlanc TW (2018) Advance care planning and palliative care specialists
in malignant hematology and stem-cell transplantation: On why it takes a
village. J Oncol Pract 13: 721-728.
18. Ragsdale JR, Hegner MA, Mueller M, Davies S (2014) Identifying religious and/or spiritual perspectives of adolescents and young adults receiving blood and marrow transplants: A prospective qualitative study. Biol
Blood Marrow Transplant 20: 1242-1247.
19. Morrison RS, Penrod JD, Cassel JB, Caust-Ellenbogen M, Litke A, et al.
(2008) Cost savings associated with us hospital palliative care consultation
programs. Arch Intern Med 168: 1783-1790.
20. Bakitas M, Lyons KD, Hegel MT, Balan S, Brokaw FC, et al. (2009) Effects of a palliative care intervention on clinical outcomes in patients with
advanced cancer: The project enable ii randomized controlled trial. JAMA
302: 741-749.
21. Emmons R, Niemiro GM, De Lisio M (2016) Exercise as an adjuvant
therapy for hematopoietic stem cell mobilization. Stem Cells International
2016: 7131359.
22. Fiuza-Luces C, Simpson RJ, Ramírez M, Lucia A, Berger NA (2016)
Physical function and quality of life in patients with chronic GvHD: A
summary of preclinical and clinical studies and a call for exercise intervention trials in patients. Bone Marrow Transplant 51: 13-26.
23. Steinberg A, Asher A, Bailey C, Fu JB (2015) The role of physical rehabilitation in stem cell transplantation patients. Support Care Cancer 23:
2447-2460.
24. Jafari H, Jannati Y, Nesheli HM, Hassanpour S (2017) Effects of nonpharmacological interventions on reducing fatigue after hematopoietic stem
cell transplantation. J Res Med Sci 22: 13.

30. Ganti AK, Lee SJ, Vose JM, Devetten MP, Bociek RG, et al. (2007) Outcomes after hematopoietic stem-cell transplantation for hematologic malignancies in patients with or without advance care planning. J Clin Oncol
25: 5643-5648.
31. Booker R, Simon J, Biondo P, Bouchal SR (2018) Perspectives on advance
care planning in haematopoietic stem cell transplantation: A qualitative
study. Int J Palliat Nurs 24: 132-144.
32. Levine DR, Baker JN, Wolfe J, Lehmann LE, Ullrich C (2017) Strange
bedfellows no more: How integrated stem-cell transplantation and palliative care programs can together improve end-of-life care. J Oncol Pract
13: 569-577.
33. Kamal AH, Maguire JM, Meier DE (2015) Evolving the palliative care
workforce to provide responsive, serious illness care. Annals of Internal
Medicine 163: 637-138.
34. Lupu D (2010) Estimate of current hospice and palliative medicine physician workforce shortage. J Pain Symptom Manage 40: 899-911.
35. Rangachari D, Smith TJ (2013) Integrating palliative care in oncology:
The oncologist as a primary palliative care provider. Cancer J 19: 373-378.
36. Tierney DK, Passaglia J, Jenkins P (2014) Palliative care of hematopoietic
cell transplant recipients and families. Semin Oncol Nurs 30: 253-261.
37. El-Jawahri A, LeBlanc TW, Burns LJ, Denzen EM, Meyer C, et al. (2018)
Barriers to Palliative Care (PC) utilization in Hematopoietic stem Cell
Transplantation (HCT). Journal of Clinical Oncology 36: 10116.
38. Selvaggi KJ, Vick JB, Jessell SA, Lister J, Abrahm JL, et al. (2014) Bridging the gap: A palliative care consultation service in a hematological malignancy-bone marrow transplant unit. J Community Support Oncol 12:
50-55.

25. Baliousis M, Rennoldson M, Snowden JA (2016) Psychological interventions for distress in adults undergoing haematopoietic stem cell transplantation: A systematic review with meta-analysis. Psychooncology 25:
400-411.

J Hosp Palliat Med Care
ISSN: HHPMC, Open Access Journal

Volume 2 • Issue 1 • 100004

Journal of Anesthesia & Clinical Care

Journal of Genetics & Genomic Sciences

Journal of Addiction & Addictive Disorders

Journal of Hematology, Blood Transfusion & Disorders

Advances in Microbiology Research

Journal of Human Endocrinology

Advances in Industrial Biotechnology

Journal of Hospice & Palliative Medical Care

Journal of Agronomy & Agricultural Science

Journal of Internal Medicine & Primary Healthcare

Journal of AIDS Clinical Research & STDs

Journal of Infectious & Non Infectious Diseases

Journal of Alcoholism, Drug Abuse & Substance Dependence

Journal of Light & Laser: Current Trends

Journal of Allergy Disorders & Therapy

Journal of Modern Chemical Sciences

Journal of Alternative, Complementary & Integrative Medicine

Journal of Medicine: Study & Research

Journal of Alzheimer’s & Neurodegenerative Diseases

Journal of Nanotechnology: Nanomedicine & Nanobiotechnology

Journal of Angiology & Vascular Surgery

Journal of Neonatology & Clinical Pediatrics

Journal of Animal Research & Veterinary Science

Journal of Nephrology & Renal Therapy

Archives of Zoological Studies

Journal of Non Invasive Vascular Investigation

Archives of Urology

Journal of Nuclear Medicine, Radiology & Radiation Therapy

Journal of Atmospheric & Earth-Sciences

Journal of Obesity & Weight Loss

Journal of Aquaculture & Fisheries

Journal of Orthopedic Research & Physiotherapy

Journal of Biotech Research & Biochemistry

Journal of Otolaryngology, Head & Neck Surgery

Journal of Brain & Neuroscience Research

Journal of Protein Research & Bioinformatics

Journal of Cancer Biology & Treatment

Journal of Pathology Clinical & Medical Research

Journal of Cardiology & Neurocardiovascular Diseases

Journal of Pharmacology, Pharmaceutics & Pharmacovigilance

Journal of Cell Biology & Cell Metabolism

Journal of Physical Medicine, Rehabilitation & Disabilities

Journal of Clinical Dermatology & Therapy

Journal of Plant Science: Current Research

Journal of Clinical Immunology & Immunotherapy

Journal of Psychiatry, Depression & Anxiety

Journal of Clinical Studies & Medical Case Reports

Journal of Pulmonary Medicine & Respiratory Research

Journal of Community Medicine & Public Health Care

Journal of Practical & Professional Nursing

Current Trends: Medical & Biological Engineering

Journal of Reproductive Medicine, Gynaecology & Obstetrics

Journal of Cytology & Tissue Biology

Journal of Stem Cells Research, Development & Therapy

Journal of Dentistry: Oral Health & Cosmesis

Journal of Surgery: Current Trends & Innovations

Journal of Diabetes & Metabolic Disorders

Journal of Toxicology: Current Research

Journal of Dairy Research & Technology

Journal of Translational Science and Research

Journal of Emergency Medicine Trauma & Surgical Care

Trends in Anatomy & Physiology

Journal of Environmental Science: Current Research

Journal of Vaccines Research & Vaccination

Journal of Food Science & Nutrition

Journal of Virology & Antivirals

Journal of Forensic, Legal & Investigative Sciences

Archives of Surgery and Surgical Education

Journal of Gastroenterology & Hepatology Research

Sports Medicine and Injury Care Journal

Journal of Gerontology & Geriatric Medicine

International Journal of Case Reports and Therapeutic Studies

Submit Your Manuscript: http://www.heraldopenaccess.us/Online-Submission.php
Herald Scholarly Open Access, 2561 Cornelia Rd, #205, Herndon, VA 20171, USA.
Tel: +1-646-661-6626; E-mail: info@heraldsopenaccess.us
http://www.heraldopenaccess.us/

