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M Japan Guideline, 2016

Chemotherapy Algorithm for unresctable, metastatic colorectal cancer
Patient appropriate for intensive therapy cont.

<1st-line> <2nd-line> <3rd-line > _<4th-line> : <5th-line>
regorafenib*® TAS-102*8

- or > or

[ FOLFOX FOLFIRI/IRIS/IRI+Bmab*! Bsc” | | Bsc?
> or &

+Cmab/Pmab** *2 | FOLFIRI+Rmab*. *¢ TAS-102*8 regorafenib*s |

or or
BSC*’ ) | BSCY
regorafenib*® 1 [ TAs-102*® )

or _ » or

{ FOLFIRI ‘ | FOLFOX/CapeOX/SOX BSC* ) BSC y
+Cmab/Pmab*! *2 +Bmab*! TAS-102*8 [ regorafenib*® |

or | or
BSC*7 ' (| BsCY
regorafenib*s** | [ TAS-102*¢ |

or > or
[ FOU;OrXIRl IRI*5+Cmab/Pmab*? BSC*? R BSC*’ g

or 8

FOLFOXIRI+Bmab j I Cmab/Pmab*? TAS-102%8.#9 ) regorafenib* |

or > or
. B¢ | | Bsc®r |

: Select the regimen to [ Select the regimen N &
FL*3/Cape/ s be optimal among the to be optimal among Select the regimen to be optimal
UFT+LV/S-1+Bmab above 1st-line above 2nd-line g among the above 3rd-line
or 4 treatments for patients treatments for treatments for patients appropriate
Cmab/Pmab* appropriate for patients appropriate for intensive therapy
intensive therapy \_for intensive therapy / \_




First-line Decision Tree for Advanced NSCLC

NSCLC
I
| 1 1
Targetable .
PD.-I..1 genetic No mutatlo.n/
positive mutation PD-L1 negative

]
| |
Squamous Nonsquamous
histology histology
|
Chemotherapy
* PD1i
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2 A BB Holistic medicine

* A form of healing that considers the whole
person -- body, mind, spirit, and emotions -- in
the quest for optimal health and wellness.
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Many aspects of supportive care

Nutrition Diarrhoe/Obstinat Pulmonary Tox.
: iarrhoe/Obstipation
Anaemia P Infections
Cardiotoxicity Neutropenia
Fertilit Antiemesis Paravasation
ertiity _ Tumorlysis
Fatigue Pain

Neurotoxicit
Y Thrombocytopenia

Psychological support
Supportive measures in radiation therapy

Bone complications Lymphedema

New Toxicities (Targeted drugs) Venous Thromboembolism

Renal toxicity
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58.4%

J | Palliative Care Interventions (PCls)

Definable interventions as part of the specialist PC «package»
From the US Mass General RCT: documented PCls’
Few AdvCarePlan: expanded

role of modern PC beyond just
end-of-life care issues 2
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Early Palliative care Improve QOL and Save Life
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N Engl J Med 369,24 December 12, 2013

1 Table 1. Randomized Trials of Early Specialty Palliative Care Interventions in Patients with Cancer.

Trial Population Intervention Results

5 (or, really, 7) RCTS now show...

v"No harm in any trial

v’ Better satisfaction

v’ Usually better Quality of life

v' Sometimes better symptom control

v' LESS depression and anxiety

v’ 2 show better survival, one significant 2.7 months in
NSCLC

v"No increased cost in any trial

v" Usually markedly lower costs per day — at least
S300/day

v" 10-fold increase in hospice referrals




Project ENABLE

Outcome Measures

Patient-reported Outcomes

322 patients within ENABLE i : 1. FACIT Palliative Care
Intervention :
8-12 weeks of a new 2. ESAS (symptom intensity)

diagnosis of Gl, lung, 3. CES-D (depression)
GU or breast cancer
Health Service Utilization

with a prognosis of 1. Number of days in hospital,

approximately one intensive care unit and

year emergency department
2. Use of advanced directives
3. Referral to palliative care or
hospice

Usual Care

Early advance care planning

Curative or life-prolonging treatment

Cancer diagnosis



Nature of the Intervention

Case management, educational approach to encourage
patient activation, self-management and empowerment.

Delivered in a manualized, telephone-based format (to
administer to a rural population).

Administered by advanced practice nurses with palliative care
training.

Included 4 initial structured educational and problem-solving
sessions and at least monthly telephone follow up.

Early advance care planning

Curative or life-prolonging treatment




Palliative care nursing education in addition to usual oncology
care —in RCT — allowed improved quality of life, fewer
symptoms, and less depression. Bakitas M, et al. Project

ENABLE. JAMA. 2009 Aug 19;302(7):741-9.

Functional Assessment of Chronic
lliness Therapy for Palliative Care

120+

110 T T T T T

Baseline 1 4 7 10 13
Time, mo

Patients, No.

Intervention 143 108 69 59 48 27

Usual care 130 97 74 54 44 31

Edmonton Symptom
Assessment Scale

400-
360-

® 320-

3

& 280-
2404 2

200 T T T T T 1
Baseline 1 4 7 10 13
Time, mo

145 109 73 62 48 28
134 100 76 54 45 31

Center for Epidemiological
Studies Depression Scale

204 — Intervention --- Usual care

8 T T T T T 1
Baseline 1 4 7 10 13
Time, mo

140 102 72 60 47 26
128 98 76 54 44 31



Palliative care in addition to usual oncology care led to a
trend for improved lifespan. Bakitas M, et al. Project ENABLE.

JAMA. 2009 Aug 19;302(7):741-9.

1.09 — Intervention
2% --- Usual
% 0.8- sual care
g
o 0.6+
-
O
 0.4-
@)
S
a 02 Log-rank P =.14
0 12 24 36
Time, mo
No. at risk
Intervention 161 83 35 16
Usual care 161 62 33 16



Randomized Trial in Patients with Lung Cancer

Integrated care
150 patients within 8
weeks of diagnosis
of metastatic NSCLC
with an ECOG PS 0-2

Standard care

Outcome Measures

Patient-reported Outcomes
1. FACT Lung

2. HADS (mood)

3. PHQ-9 (depression)

4. Prognostic awareness

Health Service Utilization

1. Hospice referrals

2. Chemotherapy administration
3. Documentation of
resuscitation preferences

Early advance care planning

Curative or life-prolonging treatment

Cancer diagnosis




Nature of the Intervention

Palliative care visits within 3 weeks of enrollment and at
least monthly.

Visits performed by physicians or advanced practice nurses
within the Cancer Center (medical oncology or
chemotherapy visits).

Palliative care visits were not scripted or manualized but
followed general guidelines for as per the national
consensus project.

If patients were admitted to the hospital, they were also
followed by the palliative care team.



Palliative care in addition to usual oncology care allowed
lung cancer patients to have much better quality of life (FACT)

and less anxiety and depression.
Temel J, et al. NEJM 2010; Temel J, et al, JCO 2011

50+

A FACT.L [ Standard care [ Early palliative care

2,54

0.0~ o

~4.5"

Mean Change
|
|
Patients with Mood Symptoms (%)

*

-5.04

Standard Care Early Palliative 0
"’Cm HADS-D HADS-A PHQ-9

Quality of life Better Mood Better, LESS depression
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Proportion of Patients (%)

g

301

201

104

Final Chemotherapy at the EOL
B 45 AT S0 R ARAL 2 06 e o) 10 PR AR R D

IV Chemotherapy Oral Chemotherapy
B
M Standard care SL; 607 M Standard care
Early palliative care Tn' 50 Early palliative care
E
e g “
[«
w— 304
o
=
¥
€
I ““I B =
e
, 1 g . , ,
Within 60 Within 30 Within 14 Within 60 Within 30 Within 14
Time Before Death (days) Time Before Death (days)

IV chemo within 60 DOD
46% v 24% p=0.01

Greer, JCO 30 (4) 2012



Palliative care in addition to usual oncology care allowed
lung cancer patients to live almost 3 months longer than

those who got usual oncology care.
Temel J, et al. NEJM 2010; Greer J, et al. JCO 2011

100

Longer and better survival

v Better understanding of
prognosis =

Less IV chemo in last 60 days
Less aggressive end of life
care

Ll\ﬁ / v More and longer use of
et hospice
v/ $2000 per person savings to
Early palliat|ve care, .
| . insurers and society (Greer, et
al. J Clin Oncol 30, 2012
(suppl; abstr 6004))

80-
v
v

60—

40-

Patients Surviving (%)

20+

e i
T

Standard care “

0 | | | | |
0 10 20 30 40 Early advance care planning

Curative or life-prolonging treatment
Months

Cancer diagnosis Death
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Patient Satisfaction and QOL

Gade et al

Bakitas et al

Temel et al

Zimmerman et al

517 people
“surprise ?”
31% cancer

322 people
~1lyr
prognosis
100% cancer

151 people
100% newly
dx metastatic
NSCLC

442 people
100% cancer
6mo-2yr
prognosis

Inpatient PC
MDT consult

Phone based
PC by APN

Outpatient PC
>=monthly

MD or APN and
Inpatient PC
consult

Outpatient PC
>=monthly

Increased
satisfaction

Increased
satisfaction

No difference

Improved QOL
Improved
mood

Improved QOL
Improved
mood

Improved QOL



What do these studies tell us?

* Palliative care improves patients’ QOL, mood
and other aspects of care including prognostic
awareness, satisfaction and quality of EOL
care.

* Many palliative care delivery models work.

A more “intensive” palliative care model may
be needed to impact EOL care measures.



In summary

* Clinicians should routinely and periodically
screen adult caregivers for practical and
emotional needs while caring for a patient
near the end of life.

* Periodic screening by caregivers for the
patient’s supportive needs should be a routine

part of care for patients with serious chronic
ilIness.
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Early Palliative care Save Life
and Probably Health budget ?



%E‘ %’ F 69 F%’f& Reducing costs

* Early EOL conversations associated with 36% cost
reduction

* Early palliative care RCT of patients with lung ca had
29% fewer hospital days
— Major focus of visits was communication

* Early conversations about EOL care proposed as key
intervention to “bend the cost curve” in oncology



Integrating Palliative Care Into Oncology: A Way
Forward

Simutaneous
Palliative care and Acute Oncology Care



Cancer Care e Bk TN
& ~

Chemotherapy, radiation, K
surgery, transplantation o
¢ L
P .. Palliative Care
SRR N " Sympt t
,* . ,»* Symptom management,
o’ "=r prognostic understanding,

communication, coping

TIMe ——

Fig 1. Palliative care integration in modem cancer care.
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Palliative Care Is Palliative Care Is NOT

v Excellent, evidence- XNot “givingup” on a
based patient
medical treatment _

v"Vigorous care of XNot in place of
pain and symptoms curative or life-
throughout illness prolonging care

v’ Care that patients
want at the same time < Notthe same as

as efforts to cure or hospice or end-of-
prolong life life care




Who should deliver Supportive & Palliative
Care Interventions ?

* Role of Medical Oncologist
* Evidence for specialized PC teams

 Medical Oncology Curriculum includes many
palliative topics

Primary Palliative Care by Oncologists:
Bickel KE et al. JOP 2016;12:828-38



The World Health Organization (WHO)

e palliative care as services designed to prevent
and relieve suffering for patients and families
facing life-threatening illness, through early
management of pain and other physical,
psychosocial, and spiritual problems.



Palliative Care — WHO

* Uses a team approach to address the needs of patients
and their families, including bereavement counseling, if
indicated;

* Will enhance quality of life, and may also positively
influence the course of illness;

* isapplicable early in the course of iliness, in
conjunction with other therapies that are intended to
prolong life, such as chemotherapy or radiation
therapy, and includes those investigations needed to
better understand and manage distressing clinical
complications.



ASCO Guidelines 2016

* “Palliative care means patient and family-
centered care that optimizes quality of life by
anticipating, preventing, and treating
suffering.

* Palliative care throughout the continuum of
ilIness involves addressing physical,
intellectual, emotional, social, and spiritual
needs and to facilitate patient autonomy,
access to information, and choice.”



The American Society for Clinical
Oncology (ASCO) recommends

e Considering the combination of palliative care
with standard oncology care early in the
course of treatment for patients with
metastatic cancer and/or a high symptom
burden
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Patients with advanced cancer: Evidenced-based (Evidence Quality, Recommendation level)

- referred to interdisciplinary palliative care teams intermediate strong
- consultation available both inpatient and outpatient care intermediate strong
- early in the course of disease, alongside active treatment intermediate moderate
Newly diagnosed pts, referral < 8 weeks: In-formal consensus intermediate moderate
Cancer patients with high symptom burden: Evidence-based intermediate moderate

and/or unmet physical or psychosocial needs outpatient
cancer care programs shall use dedicated resources

For family caregivers in outpatient setting: Evidence-based low weak
nurses, social workers, et al. caregiver-tailored PC support



Overall survival results of a randomized
trial assessing patient-reported outcomes

for symptom monitoring during routine
cancer treatment (NCT00578006)

Ethan Basch, Allison Deal, Amylou Dueck, Antonia Bennett, Thomas
Atkinson, Howard Scher, Mark Kris, Clifford Hudis, Paul Sabbatini,
Dorothy Dulko, Lauren Rogak, Allison Barz, Deborah Schrag

From: Lineberger Comprehensive Cancer Center, University of North Carolina;
Memorial Sloan Kettering Cancer Center; Mayo Clinic; Dana-Farber Cancer Institute
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Study Design

R INTERVENTION ARM :
A Self-report 12 common symptoms : Outcomes
_ - N * Prior to / between visits, by web e 0
Patients receiving D - Weekly email reminders to patients N o
Chetm?(ﬂ:?rzpy fotr o » Alerts to nurses (by email) :
T 2 « Reports to oncologists (at visits | -
lung, GU, GYN M b gists ) B - ER visits
cancer at MSKCC | S
Z BN CONTROLARM - ouviva
E “Standard” symptom monitoring
Stratified by level of prior computer use Treatment discontinuation,
Randomized 2:1 for those w/o prior use withdrawal, hospice, death

resovieo s ASCO ANNUAL MEETING 17 | #ASCO17  Presented by: Ethan Basch, MD

Slides are the property of the author. Permission required for reuse.

Presented By Ethan Basch at 2017 ASCO Annual Meeting



Quality of Life

Assessed at 6 months,

compared to baseline
Improved

[
Compared to standard care, Unchanged

31% more patients in the self-
reporting arm experienced
QOL benefits (P<0.007)

B Worsened

Patients (%)

Standard Self-
Basch: J Clin Oncol 2016,34:557-565 Care Reporting

rresenteo s ASCO ANNUAL MEETING 17 | #ASCO17  Presented by: Ethan Basch, MD

Slides are the property of the author. Permission required for reuse.
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Standard Care

Proportion of
Patients Visiting
Emergency Room

H
o
|

Self-Report

N
o
|

« Compared to standard care,
7% fewer patients in the self-
reporting arm visited the ER,
with durable effects . . . .
throughout the study (P=0.02) 1 < ° ®

Years from Enrollment

S
o
L
(@)}
£
=
Iz
>
2]
-
C
k3
—
©
(A

Total 766 415 344
Self-Report 441 244 207
Standard 325 171 137

ereseneo s ASCO ANNUAL MEETING 17 | #ASCO17  Presented by: Ethan Basch, MD
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Overall Survival

« Compared to standard care,
median survival was 5 months
longer among patients in the
self-reporting arm
(31.2 vs. 26.0 months)
(P=0.03)

Self-Report

Standard Care

Overall Survival Probability (%)

P=0.03

« Remained significant in T T
2 3 4 5 6

multivariable analysis: Years from Enroliment

AdJUSted hazard ratlo 0832 Total 766 415 344 308 288 237

(95% CI; 0.696, 0.995) Stndara 325 O B
rresenteoa:. ASCO ANNUAL MEETING ‘17 | #ASCO17  Presented by: Ethan Basch, MD
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Conclusions

« Systematic symptom monitoring with patient self-
reporting improves overall survival

* This approach should be considered for inclusion as a
part of standard symptom management

* Future efforts should focus on implementation
strategies for integrating self-reporting into electronic
health records and into workflow of oncology practice

ereseneo s ASCO ANNUAL MEETING 17 | #ASCO17  Presented by: Ethan Basch, MD
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Symptom burden in hospitalized patients
with curable and incurable cancers

Richard Newcomb MD, Ryan Nipp MD MPH, Daniel Lage MD,
Ephraim Hochberg MD, Vicki Jackson MD, Barbara Cashavelly RN,
Risa Wong MD, Andrew Chan BA, Catherine Fuh BS, Joseph Greer
PhD, David Ryan MD, Jennifer Temel MD, Areej El-Jawahri MD
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Physical Symptoms

Fatigue

Poor Wellbeing

Drowsiness

Heme Incurable
Solid Curable
Heme Curable

iSolid Incurable

29 50 75 100
Percentage with Moderate or Severe Burden(%)
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Physical Symptoms

Lack of Appetite

Constipation

Dyspnea

N
Heme Curable

Nausea

BSolid Incurab]

20 40 60
Percentage with Moderate or Severe Burden(%)
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Palliative Care Consultations: Most Symptomatic Patients @

100
Heme Curable

) Solid Curable
< Heme Incurable
o 75 Solid Incurable
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