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Age-standardited incidence and mortality rate (1/10,000)
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Average annual percent change(AAPC) for all cancer: 1.40%
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Fig. 1. Changes in the age-standardized incidence and mortality rate of pancreatic cancer over time.

Tseng CM et al, Cancer Epidemiol. 2017 Aug,;49:75-84
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Gemocitabine! _ .

Gemcitabine+
Erlotinib2

—

FOLFIRINOX3

Gemcitabine
+ Nab-
paclitaxel*

Gemcitabine +
S-1°

BrilElEEaENLUERRERE |
1.Burris, JCO 1997; 2. Moore, JCO 2007

3.Conroy, NEJM 2011; 4. von Hoff, NEJIM 2013; 5.Ueno H, JCO 2013
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Burris et al, JCO 1997; Ueno H et al, JCO 2013 Okusaka T et al, J Cancer Res Clin Oncol. 2017;
143(6): 1053—1059 ;.Conroy et al, NEJM 2011; von Hoff et al, NEJM 2013, Chiang NJ ESMO 2018
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# F{E & Response Rate
Selected grade 3/4 AEs, % FOLFIRINOX nab-Taxol/Gem GOFL" GS” SLOG
Conroy et al Okusaka et al Von Hoff et al Ueno etal Ch'ang etal Ueno etal |Chiang et al

(n=167) (n=36) (n=431) (n=34) (1=45) (n=267) (n=54)
Neutropenia 45.7 77.8 37.8 70.6 24.4 62.2 40.7
Febrile neutropenia 54 22.2 34 59 44 1.9 1.9
Thrombocytopenia 9.1 1.1 12.8 14.7 13.2 17.2 9.3
Anemia 7.8 1.1 13.1 14.7 0 17.2 5.6
Fatigue 23.6 NA 17.3 NA NA 4.9 3.7
Vomiting 14.5 NA NA NA 13.3 4.5 7.4
Diarrhea 12.7 8.3 5.9 5.9 6.7 4.5 7.4
Elevated ALT 7.3 8.3 NA 2.9 2.2 10.9 3.7
Peripheral sensory neuropathy 9.0 5.6 17.3 11.8 15.6 NA 1.9
Efficacy
ORR (%) 31.6 38.9 23 58.8 333 29.3 40.7
DCR (%) 70.2 69.4 50 94.1 68.9 71.4 75.9
PFS (months) 6.4 5.6 5.5 6.5 5.1 5.7 7.6
OS (months) 11.1 10.7 8.5 13.5 8.7 10.1 11.4

Chiang NJ ESMO 2018
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* Country: Japan/Taiwan .

* Period: 2007 July — 2009 Oct #1 %l Gemcitabine POFSS.-?l.E;m

* Patients: 834 patients 1000 mg/m* d1, 8, 15 $m
. 66 patients from Taiwan Repeated every 4 weeks (n=277) RR: 13%

* Primary endpoint: overall survival
* Non-inferiority of S-1
e Superiority of GS

Control#8

e (BB S-1 0S: 9.7m*
Eit W A 80, 100, 120mg*/body d1-28 PFS: 3.8m*
Repeated every 6 weeks (n=280) RR: 21%**

Unresectable

advanced PC

Stratification factors:
- Metastatic vs. Locally advanced

a1\ B 7

. Institution #1BlGemcitabine + O AES-1 0OS: 10.1m
GEM: 1000mg/m2 d1, 8 PES: 5.7m**
*Initial dose according to body surface area(m?): S-1: 60, 80, 100mg*/body d1-14
BSA < 1.25, 1.25 <BSA <1.5, BSA>1.5 Repeated every 3 weeks (n = 275) RR: 29%**
Secondary endpoint: PFS, response rate, toxicity,
QOL (EQ-5D) *non-inferiority to Gem, **superiority to Gem

Ueno H et al, J Clin Oncol. 2013 May 1;31(13):1640-8
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GS AERMFE
Al GEM (277) 8.8 35.0
(Taiwan and S-1 (280) 9.7 38.4
Japan)

GS (275) 10.1 40.4
GEM (21) 5.3 23.8

Taiwan S-1(23) 6.4 29
GS (22) 11.2 45.5

Okusaka T. etal, J Cancer Res Clin Oncol 2017



S-1%) H 7[R higt o2 /e BRI S0 & —
INTS- 1B AR e EEIERIR R E LR

v’ Retrospective study between 2001 ~ 2007 in

University of Tokyo hospital.

v’ Total 112 patients with advanced pancreatic cancer.

v’ Introduction of gemcitabine in Japan in 2001

v’ Introduction of S-1 in Tokyo hospital in February 2005.

v’ Pre S-1 group (2001~2005/01)

v’ Post S-1 group (2005/02~2007)

Nakai Y, et al. Pancreas 2010 Oct;39: 989-993
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PreS-1group PostS-1group
n=>53 n=>59
GEM GEM GEM+S-1
n=53 n=43 n=16
ongoing |, ongoing |,
n=1 n=1

| ‘ |

CRT 5-FU S-1 CRT S-1 GEM+OX IRI
n=3 n=3 n=1 n=14 n=>5

FIGURE 1. Treatment regimens for the PreS-1 and PostS-1 groups. CRT indicates chemoradiation therapy; IR, irinotecan; OX, oxaliplatin.

Nakai Y, et al. Pancreas 2010 Oct;39: 989-993
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PostS-1 group
Y — PreS-1 group

50 1 l
ki

25 1

Cumulative progression free survival rate (%)

0
0

Number at risk

Time (month)

Post5-1 59 28 11 7 3 1
PreS-1 53 21 5 2 0 0

FIGURE 2. Kaplan-Meier curve of PFS. Progression-free survival
was 4.4 months for the PreS-1 group and 5.3 months for the
PostS-1 group (P = 0.043).
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— P0stS-1 group
—— PreS-1 group

Cumulative overall survival rate (%6)
()] 9]
W o

0 " r " 1
0 12 24 36 48
. Time (month)
Number at risk
PostS-1 59 47 32 20 11 6 3 0 0
Pras-1 53 37 16 9 6 3 2 2 0

FIGURE 3. Kaplan-Meier curves for OS. Overall survival was
9.5 months in the PreS-1 group and 13.1 months in the PostS-1
group (P = 0.048).

Nakai Y, et al. Pancreas 2010 Oct;39: 989-993
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Effect of S-1 on survival outcomes in 838 patients with advanced
pancreatic cancer: A 7-year multicenter observational cohort
study in Taiwan
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Survival outcome of unresectable
pancreatic cancer in CGMHs

v Patient selection

v’ Total 838 patients with newly diagnosed of
unresectable pancreatic cancer between 2010 to 2016
at four hospitals of CGMHs were retrospectively
reviewed.

v' All patients received palliative chemotherapy at least
longer than 2 weeks interval.
v S-17R2014/6/1HUS EAF gt bR 2 Bl = R 4a 1

v’ Patients who had recurrent tumor after radical surgery, concurrent
active malignancy, histology other than carcinoma subtype if
pathological proven, and less than 20 years old were excluded.
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1.0

0. O— . Median, 1-year 2-year
= i szf):reonutp N (%) months  survival rate survival rate
= 0.8 (95% Cl) (%) (%)
-§ 0.7 Overall 838 (100) 7.7 (7.2-8.2) 304 10.7
S i
= 9.6 — WithoutS-1 503 (60.1) 6.0(5.3-6.6)  19.8 3.7
>
S 0.5
> == With S-1 335(39.9)10.7(9.1-12.3)  46.4 21.7
()] 0.4
=
T 0.3 Log Rank p<0.001
>
E 0.2
o

0.1

0.0 I | T # || ] ]

O 12 24 36 48 60 T2 84
No. at risk Time (months)
Without S-1 503 94 16 5 2 1 1 1

With S-1 335 141 44 12 4 1 0 0
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Univariate and multivariate analysis for overall survival

Univariate analysis Multivariate analysis*
Variable
HR (95% ClI) p HR (95%Cl) P
no 1 1

S-1 treatment
yes 0.48 (0.41-0.56) <0.001 0.52(0.45-0.61) <0.001

* Adjusted for gender, performance, comorbidity, and tumor stage
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All

OS according to 15t line regimens
1.0 , ,
Regimen N Median 95% CI
0.97 G 264  5.56 4.78-6.40
0.8 5-1 50 4.70 3.09-6.31
= 0.7 G+S-1 145  9.21 7.70-10.7
Z 6 Theothers 379  8.13 7.52-8.73
|-
B o 5- Overall 838 7.7 7.2-8.2
e
o 04 G+5-1vs G, P<0.001
0.3 G+S-1 vs S-1, P=0.001
0.2- G+S-1 vs the others, P=0.02
0.1-
0.0 e n
. ] | T [ T ] |
0 12 24 36 48 60 72 84

0S (months)



|\

/5_/__ /_/7_ I\ﬁn\l:l%'f _J _iéﬁfﬁi—égil%

OS according to 1%t line regimens (stage Il1)

1.0 Regimen N Median 95% CI
0.97 G 59  12.9 9.5-16.2
0.9 5-1 18 10.9 1.5-20.3
G+5-1 26 305 11.3-49.7
= 977 The others 80  12.8  11.1-14.5
E 0.6 Overall 183 134  11.9-14.8
1
D 0.5-
=
o 0.4-
0.3
0.2
0.1
0.0 | | | — . .
0 12 24 36 48 60 72

OS (months)
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OS according to 1%t line regimens (stage V)

1.07 Regimen N Median 95% ClI

0.9 G 205 4.64 3.76-5.52

0 8- 5-1 32 4.15 3.27-5.02
= 0.7- G+S-1 119 8.32 7.08-9.57
= The others 299 7.43 6.80-8.08
S 0.6
- Overall 655 6.6 6.00-7.22
D 0.5+
£ G+S-1vs G, P<0.001
O 0.4

G+S-1 vs S-1, P<0.001

0.3 G+S-1 vs the others, P=0.19

0.2

0.1

0.0 T T : T —— T T |

0 12 24 36 48 60 72 84

OS (months)
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Impact of S-1 of pancreatic cancer
in Taiwan

Our conclusion:

Patients treated with S-1 had better
survival and tumor response rate than

those without S-1 treated.
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Chemotherapy regimens that patients received as first-line treatment in 2010-2016




Weapons for pancreatic cancer:

now & future
Application: How to use it properly

TS-1 (capsule)
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Reasons For Not Taking Medications

O Forgot to take

B Symptoms disappeared

0 Wanted to save money

m Considered drug ineffective
Didn't need them

m Didn't like side effects

B Drug prevented other

activities
B Had no Rx reminder

@ Problem getting Rx filled

Wall Streat Joumal Cnline, Harmris Interactive 2005
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== B Oncology Nursing Society

Oral Adherence
Toolkit

 Tool 1. Patient Assessment Checklist

 Tool 2. Patient Education

 Tool 3. Oral Chemotherapy Ordering Standards

 Tool 4. Pharmacy Descriptions, Benefits, and Concerns
 Tool 5. Reimbursement and Patient Assistance Resources
 Tool 6. Food, Drug and Pathway Interactions and Effects
e Tool7. Sample Treatment Calendars

* Tool 8. Factors Influencing Adherence

* Tool 9. Methods Used to Encourage Patient Adherence

* Tool 10. Traditional Counseling Versus Motivational Interviewing
 Tool 11. Medication Reconciliation

* Tool 12. Developing a Process of Medication Tracking

* Tool 13. Readiness to Change Scale

* Patient and Provider Resource List

@#ONS

https://www.ons.o:rg/sites/defauIt/fiIes/ONS_TooIkit_ON LINE.pdf
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& — compliance and adherence

* Compliance: EIRERAMNBBEEEAS
HElE - SR EFY

» Adherence: ZE;8EI1BIEE  WMAETDS
73l _‘_Eﬂ/@%ﬂ%%’%/\éﬁ)ﬁ; Ear=HY
_Eﬁ/\n% EbgﬁnHrAE/] Q’E‘Z%Dﬁ,ﬂﬂﬁ
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= Z ndherence

Emotional and mental status
* Physical status and comorbid conditions
* Social supports

* Feelings about disease, self-efficacy and
outcome expectation

» Socioeconomic status

| /- 33
graece%’érgent—Related 5 * (oal of therapy | 1E]' ?& # %u ;E

» Complexity of treatment regimen
e Immediacy and evidence of benefit "ﬁ # q t%
 Short- and long-term side effects H E 3 ITRX

* Cost of medication and copay

Personal and Patlent
Factors :

Healthcare System = ¢ Relationship with providers
~ « Communication with providers
» Education of patient and caregivers
« Satisfaction with care
* |nsurance coverage
* Access to convenient and efficient clinic
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Chances of getting the common side effects from T5-1

© The chart below shows the number who experiences

side effects out of 10 patients.

): Chances of getting the severe symptoms |

Gastric cancer, Colorectal cancer,

Inoperable or recurrent

Hon- small-cell lung cancer

' nk:::sn :?;jc:ﬁﬁ :;ﬂ::;}ﬂ breast cancer Pancreatic cancer Biliary tract cancer patients treated with cisplatin
% Loss of white 4-~5 7 3 5 5~6
i blood cells {less than 1) (less than 1) {less than 1) {less than 1)
=
1
< Anemia - 4 4~5 5 5 9
2 S || fLessofhemoglabin) {less than 1) (less than 1) (less than 1) {less than 1) (2)
é Loss of 1 4 3~4 2-3 6
platelets {less than 1) (less than 1) {less than 1) (less than 1)
Loss of 3~4 5~6 6 3~4 8
appetite {less than 1) (less than 1) {1~2) (less than 1) (1~2)
E || Nausea : 2 4~5 S E e
= (1 (less than 1) (1
=2
w
E Diarrhea E ﬁ (less than 1) {less than 1) {less than 1) {less than 1) (less than 1)
2 12 2~3
g Mouth sore e 4 2~3 (less than 1) 23
g .
é Hyperpigmentation (K, 2 4~5 4 4 2~3
Rashes {| 1 1~2 2 2 less than 1
(less than 1)

Type and severity of side effects may vary for each patient.
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25-FU

Capecitab

-

ine

B Capecitabin
[ Capecitabin
[] S-1in curre

25
20
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S-108 B EiE#751 &M (3758 A ) Cancer Chemother Pharmacol (2008) 61:335-343
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in advanced colorectal cancer treatment
in adjuvant colon cancer treatment ) )
registry Capecitabine
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Grade

Grade Grade Grade

Adverse Event

1

2 3 4

Diarrhea (F€78)

Increase of <4 stools per day
over baseline; mild increase
in ostomy output compared
to baseline

Increase of 4 - 6 stools per
day over baseline;
moderate

increase in ostomy output
compared to baseline

Increase of >stools per day
over baseline; incontinence;
hospitalization indicated;
severe increase in ostomy
output compared to
baseline; limiting self care
ADL

Life-threatening
conseqguences; urgent
intervention indicated
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Adverse Event 1 2 3 4
Mucositis oral Asymptomatic or mild Moderate pain; not Severe pain; interfering Life-threatening
(FIEEE K symptoms; intervention interfering with oral with oral intake consequences; urgent
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Gradel  Grade2 Grade3  Graded BERE _ ERGE 2GR
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M<aR/R 460K FFEOEH WA 2,560/mm* 275 7% ~
CEOE e T 1560 i 85 ’ ~| Karnofsky performance PSO PS1~3
i R AR BMAET| % | Gw2s) | @) ws3) AR status KPS 90~100% KPS 30~80%
HIETS-1 WEREF| 20 | GEC | BR | 2R | (i - FEER)
LA beR e miT= =90 g/dL 8.0~<9.0 g/dL <8.0 g/dL
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