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Lung cancer

« Lung cancer is still the leading cause of cancer death worldwide

« Despite the advent of novel therapies, irresectable or metastatic
non-small-cell lung cancer (NSCLC) remains an incurable
disease and the prognosis is less than a year

— Ref: Hanna et al., 2017
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A high proportion of patients with advanced NSCLC experience
symptoms, e.g.: fatigue (100 %), loss of appetite (97 %),
shortness of breath (95 %), cough (93 %), pain (92 %), and blood
In sputum (63 %)

— Ref: lyer et al. The symptom burden of non-small cell lung cancer in the USA: a real-world
cross-sectional study. 2014.
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LCSS symptom N Agreement (%) Kappa Concordance level

Loss of appetite 424 36.3 0.17  Slight
E—"atigue 420 39.8 0.20  Slight ]
Cough 420 38.6 0.24  Fair
Shortness of breath 414 45.4 0.29  Far

(Blood insputum 417 70.0 0.46  Moderate]
Pain 412 454 0.28  Fair

Overall 392 375 0.16  Slight

LCSS Lung Cancer Symptom Scale

Ref: lyer et al. The symptom burden of non-small cell lung cancer in the
USA: a real-world cross-sectional study. Supportive Care in Cancer, 2014.
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Edmonton Symptom Assessment System:
{revised version) (ESAS-R)

Please circle the number that best describes how you feel NOW:

Mo Pain 0 @ 2 3 4 5 6 7 8 9 10 Worst Possible
Pain

Mo Tiredness 0 1 2 3 4 @ 6 7 8 9 10 Worst Possible

{Tiredness = lack of energy) Tiredness

Mo Drowsiness 0 1 2 4 5 6 7 8 9 10 Worst Possible

(Drowsingss = feeling slespy) Drowsiness

No Nausea 0 O 2 3 4 5 6 7 8 9 10  WorstPossble
Nausea

Ma Lack of 0O 1 2 3 4 5 6 7 8 ® 10 Worst Possible

Appetite Lack of Appetite

Mo Shortness 0 1 @3 4 5 6 7 8 9 10 Worst Possible
of Breath Shortness of Breath

Mo Depression 4 2 3 4 5 6 7 8 9 10 Worst Possible

{Deprassion = feeling Depression

No Anxiety 0 O 2 3 4 5 6 7 8 9 10  \WorstPossible

(Anxiefy = feeling nervous) Anxiety

Best\Wellbeing 0 1 2 3 4 @ 6 7 8 9 10 Worst Possible
 (Welibeing = how you feef avera) Wellbeing

Mo______ 0 4 2 3 4 5 6 7 8 9 10 Worst Possible

Other Problem (for example constipation)

Completed by (check one):

[ Patient

Date Time L] Family caregiver

[ Health care professional caregiver
O caregiver-assisted

Patient's Mame
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Exercise
capacity

Social
network
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nutrition
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|  Function
| Participation/empowerment
| Quality of life

www.ntnu.no/prc European Palliative Care Research Centre (PRC)




WHOs definition of palliative care

 Palliative care is an approach that improves the quality of life
of patients and their families facing the problem associated
with life-threatening iliness, through the prevention and relief
of suffering by means of early identification and impeccable
assessment and treatment of pain and other, physical,
psychosocial and spiritual.(...)
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Palliative care

 Relationship building with patient and family caregivers

« Symptom, distress, and functional status management

« Exploration of understanding and education about iliness and
prognosis

« Clarification of treatment goals

« Assessment and support of coping needs

 Assistance with medical decision making

« Coordination of, and referrals to, other care providers

A
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Palliative care is applicable early in the course of

www.ntnu.no/prc

iliness

Traditional Palliative Care

Palliative care
to manage

Life-prolonging or curative treatment symptoms and
improve quality

of life

Diagnosis Death

Early Palliative Care

Life-prolonging or curative treatment

Palliative care to manage symptoms and improve quality of life

Diagnosis Death

Parikh NEJM 2013

European Palliative Care Research Centre (PRC)

Palliative

“He's our new Palliative Specialist!”
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JOURNAL OF CLINICAL ONCOLOGY ORIGINAL REPORT

Trajectory of Performance Status and Symptom Scores for
Patients With Cancer During the Last Six Months of Life

Hsien Seow, Lisa Barbera, Rinku Sutradhar, Doris Howell, Deborah Dudgeon, Clare Atzema, Ying Liu,
Amna Husain, Jonathan Sussman, and Craig Earle
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The NEW ENGLAND JOURNAL of MEDICINE

ORIGINAL ARTICLE

Early Palliative Care for Patients with
Metastatic Non—Small-Cell Lung Cancer

Jennifer S. Temel, M.D., Joseph A. Greer, Ph.D., Alona Muzikansky, M.A.,
Emily R. Gallagher, R.N., Sonal Admane, M.B., B.S., M.P.H.,
Vicki A. Jackson, M.D., M.P.H., Constance M. Dahlin, A.P.N.,
Craig D. Blinderman, M.D., Juliet Jacobsen, M.D., William F. Pirl, M.D., M.P.H.,
J. Andrew Billings, M.D., and Thomas J. Lynch, M.D.

Ref: Temel et al. NEJM 2010
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Fewer patients in the palliative care group than in the
standard care group had
depressive symptoms (16% vs. 38%, P = 0.01)

Months

O.S 11.6 vs 8.9 months
Quality of life: FACT-L scale 98.0 vs. 91.5; P = 0.03
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Several other studies followed

Early palliative care for patients with advanced cancer:

a cluster-randomised controlled trial

VOLUME 33

Cai
Gai

Su
Ba
Wi

M Mo A ekt J. Nicholss Diarro
Odom, and Andres Azuoro, University
an o Asbama at Brmingham, Brming
harn, AL: Maro tas, Jorritor
S€ Frost and Kon 4. Dragrion
» Dartmouth Hitchoock Medical Centar
BY' Znorges Li, Noris Cation C
(CQ Conter, Lobaren; Tor D
_ Kathisen D. Lycrs, snd Mark T. Hogel
P2 Geisai s Madcna s Dart

Sy Coner Cantor, Naw York, NY
<

Sy Publizhed onlne shosd of prnt at

¥ wewew joo.crg an March 23, 2015

RE g ppored by Gt o
11 ROTNROTIET1.01 from the Nasondl Inss
. tut for Nursing Rasaarch; by a Cancor
11 and Loukarmis Group B Foundstion Cin
reg® Scholar Aeard, by the Foundstion for
Irformad Medial Dacrson Matng. by
Grants No. PIOCAQZI10R LL1
TROOI08E, snd ROGNRD1AIS;
1T NIHNINR Semall A
1RIGNROL491
UP oo Carsr o
AT the Dartrmouth.He
[0 svo Modons; by a Nesonal Palistive
Care Rasearch Cantar Jurior Carcer
€ Dovalopment Award (MABJ; by Grant
. - No. SAZ5CADATRS8 from the Liversity
1 ot Assborns = Bermanghar Cancer
Pravantion and Contral Trareng Program
UND.0J: snd by Martored Resexrch
11 Schciar Grart Mo, MRSG 1211301
CPPB in Agpitod and Cirxcal Resarch
P from the American Cancer Socsty
XDL)

Presanted at the 50th Arrual Mestng
of the Amencan y of Cirical
Orcelogy, Chicage, IL, May 30June 3,
2014

Pusthors’ desclonuras of potantial

conficts of intarest are found in the
srtide online 3t www co.ceg. Author
contrbutions a0 faund at the end of

www.nthu.no/prc

NUMBER 13

JOURNAL OF CLINICAL ONCOLOGY

MAY 1 2015

Early Versus Delayed Initiation of Concurrent Palliative

Oncology Care: Patient Outcomes in the ENABLE 11T
Randomized Controlled Trial

Mar

A. Bakitas, Tor D. Tosteson, Zhigang Li, Kathleen D. L.
Nicholas Dionne-Odom, Jennifer Frost, Konstantin H. Drag
and Tim A. Ahles

s, Jay G. Hull, Zhongze Li,
ev, Mark T. Hegel, /

See accompanying editorial on page 1420
A B S TRATCT

Purpose

Randomized controlled trials have supported integrated oncclogy and palliativé
however, optimal timing has not been evaluated. We investigated the effect of
delayed PC on quality of life (QOL), symptom impact, mood, 1-year survival, and re:

Patients and Methods

Between October 2010 and March 2013, 207 patients with advanced cancer a
Cancer Institute cancer center, a Veterans Affairs Medical Center, and commun
clinics were randomly assigned to receive an in-person PC consultation, st
telehealth nurse coaching sessions (once per week for six sessions), and montr
either early after enroliment or 3 months later. Qutcomes were QOL, symptom im
1-year survival, and resource use (hospitalfintensive care unit days, emergency
chemotherapy in last 14 days, and death location).

Results

Overall patient-reported outcomes were not statistically significant after enroliment (C
symptom impact, P = .09; mood, P = .33) or before death (QOL, P = .73; symptom
30; mood, P = .82). Kaplan-Meier 1-year survival rates were 63% in the early groug
the delayed group (difference, 15%; P = .038). Relative rates of early to delayec
resource use ware similar for hospital days (0.73; 95% CI, 0.41 t0 1.27; P = .26), in
unit days (0.68; 95% Cl, 0.23 t0 2.02; P = .49), emergency room visits (0.73; 95% CI,
P = .21), chemotherapy in last 14 days (1.57; 95% Cl, 0.37 to 6.7, P = .27), and hor
[54%] v 28 |47%]; P = .60)

Conclusion

Early-entry participants” patient-reported outcomes and resource use were not
different; however, their survival 1-year after enroliment was improved compared wit
began 3 months later. Understanding the complex mechanisms whereby PC may imp
remains an important research priority.

J Clin Oncol 33:1438-1445. © 2015 by American Society of Clinical Oncology
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Effect of early and systematic integration of palliative care in
patients with advanced cancer: a randomised controlled trial

Gaelle Vanbutsele, Koen Pardon, Simon Van Belle, Veerle Surmont. Martine De Laat, Roos Colman, Kim Eecloo, Veronique Cocquyt, Karen Geboes,
Luc Defiens

Summary

Background The benefit of early integration of palliative care into oncological care is suggested to be due to increased
psychosocial support. In Belgium, psychosocial care is part of standard oncological care. The aim of this randomised
controlled trial is to examine whether early and systematic integration of palliative care alongside standard psychosocial
oncological care provides added beneht compared with usual care.

Methods In this randomised controlled trial, eligible patients were 18 years or older, and had advanced cancer due to
a solid tumour, an European Cooperative Oncology Group performance status of 0-2, an estimated life expectancy of
12 months, and were within the first 12 weeks of a new primary tumour or had a diagnosis of progression. Patients
were randomly assigned (1:1), by block design using a computer-generated sequence, either to early and systematic
integration of palliative care into oncological care, or standard oncological care alone in a setting where all patients are
offered multidisciplinary oncology care by medical specialists, psychologists, social workers, dieticians, and specialist
nurses. The primary endpoint was change in global health status/quality of life scale assessed by the European
Organisation for Research and Treatment of Cancer Quality of Life Questionnaire Core 30 items (EORTC QLQ C€30)
at 12 weeks. The McGill Quality of Life Questionnaire (MQOL), which includes the additional existential wellbeing
dimension, was also used. Analysis was by intention to treat. This trial is ongoing, but closed for accrual, and is
registered with ClinicalTrials.gov, number NCT01865396.

Findings From April 29, 2013, to Feb 29, 2016, we screened 468 patients for eligibility, of whom 186 were enrolled and
randomly assigned to the early and systematic palliative care group (92 patients) or the standard oncological care
group (94). Compliance at 12 weeks was 71% (65 patients) in the intervention group versus 72% (68) in the control group.
The overall quality of life score at 12 weeks, by the EORTC QLQ C30, was 5439 (95% CI 49-23-59.56) in the standard
oncological care group versus 61-98 (57-02-66-95) in the early and systematic palliative care group (difference 7-60

[95% CI0-59-14-60]; p=0-03); and by the MQOL Single Item Scale, 5-94 (95% CI 5-50-6-39) in the standard oncological
care group versus 7-05 (6-59-750) in the early and systematic palliative care group (difference 1-11[95% CI 0-49-1-73];
p=0.0006).

European Palliative Care Research Centre (PRC)
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ASCO SPECIAL ARTICLE

Integration of Palliative Care Into Standard Oncology Care:
American Society of Clinical Oncology Clinical Practice
Guideline Update

Betty R. Ferrell, Jennifer S. Temel, Sarah Temin, Erin R. Alesi, Tracy A. Balboni, Ethan M. Basch, Janice I Firn,
Judith A. Paice, Jeffrey M. Peppercorn, Tanyanika Phillips, Ellen L. Stovall,t Camilla Zimmermann, and
Thomas J. Smith

Purpose

To ;rovide evidence-based recommendations to oncology clinicians, patients, family and friend
caregivers, and palliative care specialists to update the 2012 American Society of Clinical Oncology
(ASCO) provisional clinical opinion (PCO) on the integration of palliative care into standard oncology
care for all patients diagnosed with cancer.

Methods

ASCO convened an Expert Panel of members of the ASCO Ad Hoc Palliative Care Expert Panel to
develop an update. The 2012 PCO was based on a review of a randomized controlled trial (RCT) by
the National Cancer Institute Physicians Data Query and additional trials. The panel conducted an
updated systematic review seeking randomized clinical trials, systematic reviews, and meta-
analyses, as well as secondary analyses of RCTs in the 2012 PCO, published from March 2010 to
January 2016.

Results

The guideline update reflects changes in evidence since the previous guideline. Nine RCTs, one
quasiexperimental trial, and five secondary analyses from RCTs in the 2012 PCO on providing
palliative care services to patients with cancer and/or their caregivers, including family care-
givers, were found to inform the update.

Recommendations

Inpatients and outpatients with advanced cancer should receive dedicated palliative care services,
early in the disease course, concurrent with active treatment. Referral of patients to interdisciplinary
palliative care teams is optimal, and services may complement existing programs. Providers may
refer family and friend caregivers of patients with early or advanced cancer to palliative care services.

J Clin Oncol 35:96-112. @ 2016 by American Society of Clinical Oncology

European Palliative Care Research Centre (PRC)

Based on nine RCTs, five quasi-
experimental studies, five secondary
publications (from RCTs)

Inpatients and outpatients with advanced
cancer should recieve dedicated
palliative care service

- Early

- Concurrent with active treatment
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Systemic Therapy for Stage IV Non—-Small-Cell Lung Cancer:
American Society of Clinical Oncology Clinical Practice
Guideline Update

Nasser Hanna, David Johnson, Sarah Temin, Sherman Baker Jr, Julie Brahmer, Peter M. Ellis, Giuseppe Giaccone,
Paul J. Hesketh, Ishmael Jaiyesimi, Natasha B. Leighl, Gregory J. Riely, Joan H. Schiller, Bryan J. Schneider,
Thomas . Smith, Joan Tashbar, William A. Biermann, and Gregory Masters

General Recommendations

Al. Clinical question—General (note: clinical question from
2015). Which patients with stage IV NSCLC should be treated
with chemotherapy?

Recommendation Al.a. (from 2015): For patients with per-
formance status (PS) of 0 or 1 receiving chemotherapy (ita-
licized words added in 2017), a combination of two cytotoxic
drugs is recommended. Platinum combinations are recom-
mended over nonplatinum therapy; however, nonplatinum
therapy combinations are recommended for patients who
have contraindications to platinum therapy. Chemotherapy
may also be used to treat selected patients with PS of 2 who
desire aggressive treatment after a thorough discussion of the
risks and benefits of such treatment.

Recommendation AL.b. (from 2015): Because there is no cure
for patients with stage IV NSCLC, early concomitant palli-
ative care assib'la_nce has i]ﬁpmvcd l_lisurvival and well-being

of patients and is therefore recommended.
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Content of palliative care in these studies?

* Intervention shortly after diagnosis of advanced cancer

« Varying interventions, different combinations
— Appointments with palliative care specialist and nurses
— Phone calls (weekly/monthly)
— Comprehensive assessments / systematic checklists
— Education: prognosis, options, advance care planning, use of hospice
— Interdisciplinary team

A
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We do not know:

When is “early”?

« What is the optimal content of palliative care?
« What is the optimal level of integration?

« For whom should early integrated palliative care be introduced?

www.ntnu.no/prc ; European Palliative Care Research Centre (PRC)



Teamwork is necessary to achieve good palliative
care

A
www.ntnu.no/prc \‘ European Palliative Care Research Centre (PRC)



Teamwork is necessary to achieve good
palliative care

www.ntnu.no/prc
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Oncology

team
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Figure. Overall Survival Among Patients With Metastatic Cancer Assigned to Electronic Patient-Reported
Monitoring During Routine Chemother: Usual Ca
100+

o
]

Symptom Monitoring With Patient-Reported Outcomes
During Routine Cancer Treatment: A Randomized
Controlled Trial

Cvdrall Survival Probability, %
-

Patient-reported symptom manitosing

Ethan Basch, Allison M. Deal, Mark G. Kris, Howard 1. Scher, Clifford A. Hudis, Paul Sabbatini, Lauren Rogak, 204 Usal care
Antonia V. Bennett, Amylou C. Dueck, Thomas M. Atkinson, Joanne F. Chou, Dorothy Dulko, Laura Sit,
Allison Barz, Paul Novotny, Michael Fruscione, Jeff A. Sloan, and Deborah Schrag Log-rark test: F=.03
1 2 3 5 [ 7 B
‘Years From Enroliment
Ho. at risk
Patient-reportsd 441 33l 244 w7 130 1381 43 27 a2
SYMpEoM meonieoring
Usual care 335 23 171 137 118 1a7 B3 50
1 0, 0,
e HRQL improved more (34% v 18%
JEma.com JAMA

and worsened among fewer (38% v 53%)
» Less frequently admitted to the ER (34% v 41%)

0.S 31.2 months (95% Cl, 24.5-39.6)

« Remained on chemotherapy longer (8.2 v 6.3 m) vs 26.0 months (95% Cl, 22.1-30.9)
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How to deal with symptoms and complaints?
 All physicians working with patients with cancer

« At first meeting, do not accept «this is how it is to live with lung
cancer»

« Most important:
— Preferably do a systematic registration of symptoms
— Take a proper medical history and do a proper work up

 Early palliative care

A
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Literature on palliative and supportive care

 Palliative Care Formulary (PCF6)

* Your local national/institutional palliative care guidelines
« NICE guidelines
 http://esmo.org/Guidelines/Supportive-and-Palliative-Care

* https://www.asco.org/practice-guidelines/quality-
guidelines/guidelines/

LY
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Example: cachexia
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Example: cachexia

« Cancer cachexia is a multidimensional
syndrome with on-going muscle loss
(and often fat loss)

* |t cannot be cured by conventional
nutrition alone

« Leads to progressive functional impairment

Fearon K, et al. Definition and classification of cancer cachexia: An international consensus. Lancet Oncology 2011

LY
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Example: cachexia

| gastrointestinal motility
// | ghrelin production

% I

fanorexia LYIOKINnes
tchemosensory changes et e P e D iy —_— 1
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N e o e tacute-phase proteins
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tissue tissue
"
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In prep: ESMO guidelines for treatment of cancer cachexia i
\ 1 insulin resistance
S 1 cori circle
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Risk factors related to muscle- and weight loss

[ Cachexia pathophysiology ]

In prep: ESMO guidelines for treatment of cancer cachexia

www.nthu.no/prc : European Palliative Care Research Centre (PRC)




Precachexia Cachexia + Refractory cachexia

Normal Death

Weight loss <5% Weight loss >5% or Variable degree of cachexia

Anorexia and i BMI <20 and weight loss >2% : Cancer disease both procatabolic
metabolic change ' or sarcopenia and weight : and not responsive to anticancer
1 loss >2% + treatment

+ Often reduced food intake/ ¢ Low performance score
i systemic inflammation . <3 months expected survival

ref. Fearon K, et al. 2008

\
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Example: cachexia

Targeted
pharmacological
intervention

Sufficient nutrition
Physical exercise
Psychosocial support

Cancer treatment
Symptom management

In prep: ESMO guidelines for treatment of cancer cachexia

www.ntnu.no/prc ; European Palliative Care Research Centre (PRC)



Summary: Supportive and palliative care in lung
cancer

— Patient-centered, always include caregivers if possible
— Early integration

— Interdisciplinary teams

— Systematic symptom assessment

— Diagnostics

— Treatment

« Treatment includes both starting and withdrawal of medications
(as well as radiotherapy and surgery)

 Information and education (iliness, prognosis, coping needs,
treatment goals)

A
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Thank you for your attention

Trondheim University Hospital
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