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» Update incidence of cancer patients in Thai and
worldwide (US)

« Palliative Chemotherapy
« Palliative Care Framework

« Update in palliative chemotherapy in several

13 July 2016 cancers
uly *okk f .
Napa Parinyanitikul, MD Focus in the common cancer patients
Medical Oncologist — Lung cancer
King Chulalongkorn Memorial Hospital and — Colon cancer

Chulalongkorn University — Breast cancer
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Leading Cancer in Thailand

1.

Breast cancer

2. Trachea/bronchus
and lung cancer

3. Colorectal cancer

Cervical cancer

5. Liver and intrahepatic
bile duct cancer

Lip and oral cavity cancer
Esophageal cancer
Non-Hodgkin lymphoma

. Corpus cancer

0. Nasopharyngeal cancer
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Hospital based cancer registry: NCI 2013 (2556)
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Cure Palliative

» Primary modality of treatment

* Adjunct treatment
— Adjuvant
— Neoadjuvant
— Concurrent

+ Padlliative treatment : Palliative chemotherapy
— Prolong survival: overall, DFS, PFS
— Improve symptoms, QOL, toxicities

» The patient, who is not benefit from medical
freatment aimed at cure and instead the care
should be aimed at managing symptoms and
improving quality of life

+ Palliative care patients should not be subjected to
burdensome or futile treatments
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» Chronic diseases

— Shaped by periods of acute and intensive
illness followed by periods of remission

« People with cancer are living for longer with a
chronic, but life threatening, iliness

« Challenges the portrayal/ perception of cancer

+ Challenges the concept of “palliative” in
relation to cancer and its treatment

+ Concept of the “survivor” having increasing
relevance in cancer care

« Palliative chemotherapy is given without curative intent,
but simply to decrease tumor load and increase life

expectancy.

PERSON: MEDICAL STAFF:

« Live longer * Maintain quality of life
* Quality of Life « Minimise toxicity

« Dignity » Prolong survival

STATE:

« Cost-effectiveness

» Progression-free survival
+ Minimise disease-
related toxicity

« Standards of care * Balance between all

the various factors
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« Performance Status Patients usually misled by incomplete or wrong information in the
lay media. And dream to the new clinical trial. But, only about 3
* Range of agents % of adults with advanced cancer enroll on trials.
» Therapeutic target
* Measuring benefit Because of :
— Symptoms 1. highly selected cases. "Real-life” patients are typically older
. and have more comorbidities.
— Radiology 2. In addition, clinical trials are usually conducted only in high-
— Function

volume and highly experienced centers to ensure rapid
+ When to break / stop accrual of patients.

3. Many new drugs usually give shortly fime of response

4.  Mostly, the response is just SD or PR and not CR.

Townsley et al. 2005

* No definite guideline of tfreatment with targeted therapy in

patients with advanced cancer in terminal stage Traditional View

Life ———

< Palliative chemotherapy is increasingly given near death

« A classic “palliative” patient with known targets for drugs who
never received these drugs should be informed about these
treatment options

+ On the other hand, if palliative care without anticancer
treatment options is the way to go, it should be palliative care
and not leaving the patients alone

Lester et al. 2013

i Palliative Care F k « More than 20% of patients receiving Medicare who had
metastatic cancer started a new ¢ emofhercﬁy
o e iy e freatment regimen in the 2 weeks before deat
it

ent)

» In 2008, a medical director of a large insurance
’ company reported that 16% of its cancer patients
paliatve 3 receive chemotherapy within 14 days of death

< Patients are unlikely to benefit from chemotherapy when
Diagnosis Time Death they have already been failed by the standard
regimens, have poor PS, and otherwise have a poor
An emphasis on palliative care provides unprecedented opportunity for high qualty care across the prognosis
T D e D e e e i S R e S0 e I e e « Survival was significantly longer for hospice patients with
lung cancer and pancreatic cancer, marginally longer

for colon cancer, but no different with breast or prostate
cancer

NHWE. Adapied from work of the Canadian Palliative Care Association and Frank Feris, MD.

JAMA. 2008;299(22):2667-2678
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“Early Palliative Care”

Early palliative care in a broader sense has the capacity to improve
the patients’ well-being and survival that may rival oncologic
approaches

Metastatic lung cancer cases may live longer if they are
accompanied by a dedicated team of palliative care specialists
parallel to their oncologic freatment.

Palliative care in this study included

— support fo better understand the disease and its treatment

— to optimize symptom management by systematically evaluating

symptoms
— to support decision-making and to help with coping
— to make sure that the patient adheres to the rules of treatment
(Temel et al. 2010 )

But, this way rarely succeeds in a busy oncological practice hospital
oncology ward. So, doing with multidisciplinary team may help in this
situation (Okuyama et al. 2011 )

Care needs of patients with
advanced-stage cancer

-
i
I B | = Debrium

iety, depression
Declines in physical function

| [Chromiciawes ]
| « Prysical symptoms: fatigue, anorexia-cachexia

gnity
= Religious and spiritual wedl-being

1) Cancer management
2) Symptom management and personal care needs
3) The management of comorbidities
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Early Palliative Care for Metastatic NSCLC

* Improvements in QOL, depression, and survival
+ Higher quality care at the end of life

— Lower rates of IV chemotherapy use

— Longer lengths of stay in hospice

Proportion of

‘Within €0

Time Before Death (days)

Proportion of Patients (%)

Within 30 vimin 14 Within €0 Wighin 30 Within 14

Time Before Death (days)

Temel et al., NEJM. 2010; 363(8):733-42; Greer etal., JCO. 2012; 30(4):394-400

Early Palliative Care for patients with

Overall survival

Metastatic NSCLC

. Early paliiative care

Standard care %

Median Survival
Early palliative care 11.6 mo
Standard care 8.9 mo
p=0.02

A -y, Median survival was longer

among pts receiving early
palliative care

1000 20 200 w0

Months

Controlling for age, gender and PS, adjusted HR=0.59 (0.40-0.88), p=0.01

Lung Cancer (NSCLC): Introduction

usarinemlselsmdonunussosnodlin

(Type of Stage for Lung Cancer)

usnsinufihebmsdanunaibng

(Humber by Age-group and Sex for Lung Cancer)
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Most common stage IV disease
Peak age at diagnosis : 50-60 years

Pathology : NSCLC (AdenoCA, Squamous CA, Large cell CA) vs SCLC

Hospital based cancer registry: NCI 2010



Multiple Hi: logic and Pathways in Lung Cancer Pathogenesis
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NSCLC adenocarcinoma harboring
oncogene aberrations
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Others Others

HER2
mutation
(2-3%)

RET fusion s
1-2%)

ROS1 fuslon
HER2 ROS1 fuslon
(2-3%) mutation  RET fugion  (1-2%)
2-3%) (1-2%)

Takashi Kohno et al. Translational Lung Cancer Research, 2014.

Lung Cancer (NSCLC)
: Palliative Chemotherapy

Survival by Treatment Group All recent
Stage IV . "
randomized studies
have similar
— CliPaclitazel resu"s'
—— CisGemcitaning

Gisibocetarel

No clear efficacy
Carto/Paclitare]

benefit for non-
platin
combinations or
triplet

- combinations.

A paradigm shift
Schiller JH, et. al. , NEJM January 2002 is needed!!

Response Rate 25-35%, Median TTP 4-6 Months
Median Survival 8-10 Months, 1-yr OS 30-40%

No Survival Different Among Histological Subtypes
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NSCLC adenocarcinoma vs squamous cell carcinoma
harboring different oncogene aberrations

[y Adenocarcinoma
«  EGFR

Kras
+  ALK/ROSI

Froquancy of grnamic ansrtions in squamEUs Sol Carcinama

Squamous cell carcinoma
*  PIK3CA amplification
+  PIK3CA mutation

ren s + FGFR1

Peter Savas et al. J of Thorac Dis 2013.

Lung Cancer (NSCLC): Management

Tumor type  Tumar stage Treaiment *Goals
Earl N
o |
Surgery |j> Cure ogs
Non 159 =) Modalities
Small — « Surgery
cel zl_'"lfj ] + Chemotherapy
Late el + Radiation
o 34 | chemo- Sng + Combined treatment
therapy « Targeted therapy
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Development in Treatment of
Advanced NSCLC (Personalized Treatment)

12.3 month:

Platinum doublet
8-10 months’

Platinum singlet
6-8 months

Overall survival

BSC
2-5months
0 12 24
Survival Time (months)
1Janne, et al. ASCO 2010; 2Lee, et al. WCLC 2009

3Maemondo, et al. NEJM 2010; *Mitsudomi, et al. Lancet Oncol 2010
“Rosell, et al. NEJM 2009; Sandler, et al. NEJM 2006; "Schiller, et al. NEJM 2002



EGFR Timeline
EGFR mutations (dentified in NSCLC

1
[ 1000 2004-2005 2009 >
T T T

Quinazoline EGFR  Erlotinib approved . Gefitinib approved for
inhibitors discovered for NSCLC EGFR mutant NSCLC

ALK Timeline
Crizotinib ~ Responses seen in ALK* NSCLG
developed  treated on phase | study of crizotinid
2005 2007 2000 2011
EML4-ALK Crizotin approved
NNSCLC  for ALK* NSCLG
© 2012 Amarican Aseocistion for Cances Research.
CCR Drug Updates AR
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(Type of Stage for Colon and Rectum Cancer)
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(Number by Age-group and Sex for Colon and Rectum Cancer)
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Early stage (Stage I-1ll) : 63%
Advanced stage : 37%
Peak age at diagnosis : 50-60 years

Hospital based cancer registry: NCI 2010

Hereditary
AC-1 without MMR

/\[ (Familial CRC of
> syndrome “X”)
S

TACSTD1 (EPCAM)
~_~Constitutional mosaic
Epimutation (MLH7)
FAP; AFAP

Mixed Polyposis Syndrome
Ashkenazi H307K

CHEK2 (HBCC)
MUTYH (MAP)
TGFBR1
PIS ) Hamartomatous
® = as yet undiscovered cD Polyposis
hereditary cancer variants BRRS Syndromes



Ad -Carci

Carcinoma

SMAD2/SMAD4_ TP53
<l ch

18 LOH

17p LOH

p (7-10 yrs)

Risk factor for cancer ex. High-grade dysplasia, >10 mm in
size, Villous component, Number 23

Classification

Treatment
strategy
Treatment
goal

Initially unresectable

Relapse

+ Adjuvant freatment
— 5FU/LV
— Capecitabine
— Oxdliplatin combination
« FOLFOX
« FLOX
« XELOX

Metastatic treatment
— 5FU/LV
— Capecitabine
— Oxadliplatin combination
— Irinotecan combination
— Adding Targeted Rx
+ Bevacizumab
+ Cetuximab/Panitumumab
« Aflibercept (VEGF trap)
— Regorafenib
— TAS-102

- Proximal colon (Right-sided)

« Polypoid or fungating exophytic mass

« Without obstructive symptoms or alterations in bowel habits

+ Occult bleeding

- Distal colon (Left-sided)

« Annular or encircling lesions: "apple-core" or "napkin-ring"

«  Symptoms of bowel dysfunction (constipation, diarrhea,

bowel habit changes or bowel obstruction)

Best supportive care
No chemotherapy < [Tpoc == ¢ ¢

Infusional S-FU/LV

Bolus SFUAY.
Meta-analysis JCO 1998 13

5-FU Meta-analysis JCO 1998 121
monotherapy Capecitabine

Van Cutsem JCO 2001 132
wruz
Doullard Lancet 2000 141
Irinotecan + bolus S-FU/LY
saltz NEJM 2000 148

C Irinotecan + infusi

chemotherapy Douillard Lancet 2000 17.4
Oxalplatin + infusional S-FU/LV

Combination Goldberg JCO 2004 195
Irinotecan + bolus 5-FU/LY + bevacizumab

chemotherapy + Hurwitz NEIM 2004 203

targeted agents FOLFOX first line/FOLFIRI second line

First-/second-line { Tournigand JCO 2004 206

i st second line

Tournigand JCO 2004 215

Ongoing studies  —{_| Goal: offects o

0 2 4 6 8 12 14 16 18 20 22 24
Months

; Hurwitz H, et a

How to start?
How to select)fd

Adamed from Grothey A, et al. J Clin Oncol. 2004;22:1209-1214; Venook A. Oncologist. 2005;

At progression
change chemo,
biologic or both?

:250-261; Tournigand C, et al. J Clin Oncol.

Independent
sequences?

&
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CONTINUUM OF GARE - GHEMOTHERAPY FOR ADVANCED OR METASTATIC DISEASE:! (PAGE 1 of 8)
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Estrogen Receptor: 75% of breast
cancers are ER+

are HER-2+

HER-2: 20-25% of breast cancers
TNBC :15-25% of all BC
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(Type of Stage for Breast Cancer)
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Stage and breast cancer
Early BC (stage I-ll) 63.8%

Locally advanced BC (stage Ill) 23.9%

Advanced BC 8.8%

Hospital based cancer registry: NCI 2011

Perou e o, Neture, 2000, S et o, PNAS 2003

20% of pts initially diagnosed
with regional stage disease
will develop MBC

Approximately 6% of breast
cancers are metastatic at
diagnosis with a 5-year
survival rate of 21%

Annals of Oncology 20 (Supplement 4): iv15-iv18, 2009

Breast cancer is not one
disease

But a group of biologically
distinct diseases

5 subtypes
:Luminal A

: Luminal B

: Basal like

: HER2 positive
: normal-like
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Overall Survival Relapse-free Survival
A )

o
i %

1 o
’ Yy peoer
o
= T Courtesy C. Serou
Je— [ RFS months.

e and) Lum A, Lum B, normal-like, Basal, HER2
Lum A, Lum B, LumC, normal-like, Basal, HER2

Soriies ef al. PNAS 2001

Prefeired single agenis:
Anthracyciines
~Doxanubicin
Pogylated lposomal doxorubicin
Taxanes
+Pacitazel
Antmetasolies
« Capechtabino
- Gomcitabine
Other microtubls nhibtors
«Vinorsibine
~Eribuin
Qthec single agents:
~Cyclophosphamide
s Carbaplot . omtansine (T-OM1)
~Docetaxel
| % +Trastuzumab + pcltase  corbopatn
e + Trastuzumab  vinorelbine.
e ~Trastuzumat  capecitabine
~Capatind » capaciabine
 Trastuzumab +
Trastuzumab » lapatinib (without cytotoxic therapy)
*Traatuamab + civer sgetstAs
1o comput s gron o o cuted i o o
:"::"1:‘!‘..2" onchy Corcro e e 3 o oma i NS Sl AR
cremneapy serts mosesty e ot peizumats

yesson ana  “Piter e
835006 13063 Bt 0ok 1! GOV Cverall ek The ime-k- 1 he Metasiahc Seing may be Consdered o e ine of Iheragy Inchidng Eoth basuzmab

eogession Tpac mey vy amcng ocncagrs andapears g gk i cominadon i it o ey (s0ch o oo i)

WP bevacizuAD i combinaton weh Urter e i neesed 1o etermie the e

Others!

« Capecitabine
1
Anthracyclines!  Taxanes! « Gemcitabine
« Doxorubicin « Paclitael « Ixabepilone

- . Enlmliuln . Dur.eltml :‘2:..;1 ol
1990s  2000s

E:::::‘r:lye 1?95 1?77 1?905 2?02 2?10

Oopho-  SERMS* Als* ERDs® ERDs®
rectomy??  * Tamoxifen « Anastrozole «Fulvestrant  + High-dose
« Toremifene  Letrozole Fulvestrant”
« Exemestane

Abbreviations: Al, aromatase inhibitor; ERDs, estrogen receptor downregulator; HR'; hormone receptor positive; SERMS, selective estrogen
receptor modulators.
* Marginal improvement over lower dose fulvestrant.

htm; 2. Beatson CT. Lancet. 1896;2:104-107; 3. Beatson CT. Lancet

Multidisciplinary team for
breast cancer

* Radiologist

+ Pathologist

« Breast cancer Surgeon
+ Radiation oncologist

* Medical oncologist

Chematheragy Surgery

Treatment
» Local freatment
— Surgery

— Radiation therapy

« Systemic treatment
— Chemotherapy

— Endocrine or hormone
therapy

— Targeted therapy

Radiation | *ormenal
therapy /.
therapy | Follow-Up

Premenopausal patients
« Ovarian ablation/

suppression then follow
postmenopausal guidelines

Postmenopausal patients

« Nonsteroidal Al

« Steroidal Al
Exemestane+everolimus*
Palbociclib+Letrozole**
Fulvestrant*

« Tamoxifen or toremifene
* Megestrol acetate

« Fluoxymesterone

« Ethinyl estradiol
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http://www.advancedbreastcancercommunity.org/treatment/drugs.htm

Drugs that approved by FDA

« First-generation
: Trastuzumab (Ab)

.. * Lapatinib : oral TKI

“ « Pertuzumab (Ab)

« T-DMI (Antibody
conjugated CMT)

+ Neratinib

» Palliative chemotherapy aims at managing
symptoms, improving quality of life and minimise
disease-related toxicity

» Patients are unlikely to benefit from chemotherapy
when they have already been failed by the
standard regimens, have poor PS, and otherwise
have a poor prognosis

+ Combined standard oncology care and palliative
care should be considered early in the course of
iliness for any patient with metastatic cancer and/or
high symptom burden

Adjuvant/neoadjuvant Rx

Metastasis Rx

g R gusi . :
‘Preferred regimens: + Pertuzumab + trastuzumab + docataxel [category 1]*
+ AC followed by T + trastuzumab  pertuzumab® *Pertuzumab + trastuzumab + pacitaxei*

rastuzumab ¢
pertuzumab, various schedules) Trastuzumab atone or with:
. +Paclitaxs| £ carboplatin
'TCH (docstaxelicarboplatintrastuzumab) & pertuzumab : "
Other regimens: «Vinorelbine
AC docstaxel a +Capecitabine
+ Docetaxel + cyclophosphamide + trastuzumab Preferred agents for trastuzumab-exposed HER2-positive disease
+FEC followed by docetaxel + rastuzumab + pertuzumab? * Ado-rastuzumab emtansine (T-DM1)
+FEC followed by paclitaxel + trastuzumab + pertuzumab®
+ Paclitaxel + trastuzumab'® Lapatinib + capecitabine

Ec* . capecitabine

paciitaxel c? . apatinib (without cytotoxic therapy)
! ~Trastuzumab + other agents™*

Duration : 1 year

Duration : Treatment until PD or
toxicity (1 year)

Thank you for your attention

10/08/59



