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Inhoud
Systemische behandeling alle stadia pancreascarcinoom

Conclusie

We boeken vooruitgang: mediane overleving (borderline)
resectabel pancreascarcinoom van 1 naar meer dan 4 jaar
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(Borderline) resectabele tumoren

Upfront resectie
Neo-adjuvante therapie
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Rationale voor neo-adjuvante therapie bl
(borderline) resectabele tumoren

Grotere kans op RO-resecties

Meerderheid heeft occulte metastasen
10-jaars overleving na resectie is 6%*

Selectie patiénten met gunstigere tumorbiologie
Recidief binnen 6 mnd 25%3

Helft van de patiénten krijgt geen adjuvante chemotherapie
na resectie?

‘jf Maastricht UMC+ 1JAMASUIG2015;150(8)701,
2IKNL 2014Pancreatologyp015;15(6)674



PREOPANC studie opzet
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PREOPANC studie (ASCO 2018)

A Preliminair: 149/176
events

AMOS137vs 17,1 | =] N o
mnd (HR 0.74, P
p=0.074) s = e

A Subgroepanalyse ~ § .. \_"‘—f——‘; """" ‘.
mOS na RO/R1 .| N

resecties 16.8 Vs 42.2 5 & & . 2% s % &
m n d (p<0 . OO 1) Months since randomization

numbers at risk

expllapo. 127 103 61 35 22 9 4 1 1
radiochem. 119 98 66 43 23 11 8 7 5
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PREOPANC studie (ASCO 2018)

Immediate surgery |[Preop. radiochemotherapy |p value

Resection rate 91/127 (72%) 72/119 (60%) .065

RO resection rate PP 28/91 (31%) 45/72 (63%) <.001

Serious Adverse Events 49 (39%) 55 (46%) .28
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PREOPANC?2

Arm 1: necadjuvant FOLFIRINOX
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Arm 2: standard of care, necadjuvant chemoradiotherapy followed by surgery and adjuvant gemcitabine

_ * If evaluation shows progression or metastasis patient will receive palliative care.
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Rationale FOLFIRINOX neo -adjuvant bij
(borderline) resectabel pancreascarcinoom

Gemetastaseerde ziekte
Fase lll trial met mediane overleving van 11 mnd met
FOLFIRINOX vs 7 mnd met gemcitabine?

LAPC
Patient-level meta-analyse (11 studies, n=315) met mediane
overleving van 24 mnd met FOLFIRINOX 2
Fase lll trial (NEOPAN) loopt in Frankrijk

Resectabele tumoren
Mediane overleving 17 mnd in NL na resectie zonder

FOLFIRINOX?3

(¥) Maastricht UMC+
~f 1Conroy, et al. NBVl 20112Suker, et al. Lanc&ncol20163IKNL 2014



Rationale FOLFIRINOX neo -adjuvant bij
(borderline) resectabel pancreascarcinoom

Patient-level meta-analyse

21 studies

1376 ptn

(Borderline) resectabel pancreascarcinoom
mOS 25 mnd

Veelbelovende resultaten > fase 3 PREOPANC?2

‘jf Maastricht UMC+
Janssen, et al. IHPBA 2018 submitted



Adjuvante therapie

Indicatie ongeacht stadium
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Adjuvante trials bij het pancreascarcinoom

jr OS (95% ClI)
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20.7 (14.7-26.6)

CONKO-001 _
Observation 175 10.4 (5.9-15.0)
5-FU/FA 149 21 (14.6-28.5)
ESPAC-1 Observation 143 8.0 (3.8-14.1)
CRT (5FU) 145 10.8 (6.1-17.0)
GEM 539 17.5 (14.0-21.2)
ESPAC-3
5FU/FA 551 15.9 (12.7-19.4)
GEM 366 16.3 (10.2-23.7)*
ESPAC-4
GEMCAP 364 28.8 (22.9-35.2)*
GEM 246
PRODIGE-24
MFOLFIRINOX 247
%
() Maastricht UMc+ estimated

~1 **3-year OS



Adjuvant gemcitabine vs observatie
CONKO-001 trial

E Overall survival

100
Log-rank P=.01
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Years
No. at risk
Gemcitahine 179 87 47 31 24 14
Observation 175 70 22 14 9 7

(¥) Maastricht UMC+
\{ Oettle, et al. JAMA 2013



Adjuvant GEMCAP vs gemcitabine
ESPAC-4 trial

Fase 3, WHO 0-1, RO-1

GEM 1000 mg/m? alone on D1, 8, 15

GEM 366
every 4 weeks

GEM 1000 mg/m? alone on D1, 8, 15

GEMCAP 364 every 4 weeks
CAP 1660 mg/m2 D1-21

(¥ M ;
aastricht UMC+
~1 Neoptolemos, et al. Lancet Oncol 2017



Primair eindpunt OS
ESPAC-4
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20 Hazard ratio for death: 0-82 (95% Cl, 0-68-0.98);
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Neoptolemos, et al. Lancet Oncol 2017



Adjuvant mFOLFIRINOX vs gemcitabine
PRODIGE-24

Fase 3, WHO 0-1, zowel RO als R1

Oxaliplatin 85 mg/m?, irinotecan 150
mg/m2, leucovorin 400 mg/m2 on D1,
and 5FU 2400 mg/m2 on D1-2 (no
bolus) every 2 weeks

MFOLFIRINOX 247

GEM 1000 mg/mz? alone on D1, 8, 15
Gemcitabine 246 every 4 weeks
CAP 1660 mg/m2 D1-21

(¥) Maastricht UMC+
~1 Conroy NEJM 2018



Secundair eindpunt OS
PRODIGE-24

B Overall Survival

mMOS 54.4 vs 35.0 mo

(HR 0.64; 95% ClI, 0.48-0.86; P = 0.003)

Stratified hazard ratio for death, 0.64 (95% Cl, 0.48-0.86)
P=0.003
No. of deaths, 192

Modified FOLFIRINOX

Gemcitabine
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No. at Risk
Modified FOLFIRINOX 247
Gemcitabine 246

6 12 18 24 30 36 42
Months

223 210 165 119 91 68 46

233 215 171 120 31 55 33

43 54 60
32 16 -
18 9 4
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Conclusie behandeling (borderline) resectabel
pancreascarcinoom

A Huidige standaard is upfront exploratie met resectie
gevolgd door adjuvante therapie

A Adjuvant GEMCAP A FOLFIRINOX na cieBOM advies

A Veelbelovende resultaten van neo-adjuvante
behandeling

A Inclusie in PREOPANC?2 studie
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Primair irresectabel pancreascarcinoom
(LAPC)

I
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Behandeling LAPC

Chemotherapie
FOLFIRINOX
nab-Paclitaxel/gemcitabine (NABGEM-studie)

Lokale behandelopties in studieverband
RFA (PELICAN)
IRE (IMPALA, PANFIRE / CROSSFIRE)
SBRT (LAPC-1)
Allemaal eerst chemotherapie (respons en selectie)

Best supportive care
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Inductie therapie LAPC

Meta-analyse
13 studies, 689 patiénten waarvan 355 (52%) LAPC

63% tevens radiotherapie

| Morbiditeit__| Mortalite

FOLFIRINOX! 60.4% 0% 24.2 mnd
Gemcitabine?:3 6-13 mnd

1Suker, et al. Lanc€ncol2016

‘4 Maastricht UMC+ 2Bjlimoria,et al. Cancer 200
SChauffert et al. AnnOncol2008



Inductie therapie LAPC

Resectie bij 26% van de
patiénten
74% RO

Number  Radiotherapy or Resection | RO

of chemoradiotherapy resection

patients
Boone? 10 5 (50%) 2(20%) | 1(50%)
Conroy* 11 NR 0 NA
Faris® 22 20 (91%) 5(23%) 5 (100%)
Gunturu™ 16 NR 2(13%) |NR
Hohla™ 6 2 (33%) 2(33%) |NR
Hosein® 14 9 (64%) 6 (43%) 5 (83%)
Mahaseth® 20 10 (50%) 420%) | 3(75%)
Marthey™ 77 24 (31%) 28 (36%) | 25(89%)
Mellon® 21 21 (100%) 5(24%) | 5(100%)
Moorcraft™ 8 NR 2(25%) |NR
Peddi 19 NR 4(21%) |NR
Sadot® 101 63 (62%) 31(31%) | 16 (52%)
Total 325 154 (57%) 91 (28%) | 60 (74%)

‘jf Maastricht UMC+

Suker, et al. Lancet Oncol 2016



Evaluatie na inductie chemotherapie LAPC

CT na FOLFIRINOX niet betrouwbaar
Onderscheid vitale tumor en fibrose niet mogelijk

Vaatbetrokkenheid onduidelijk
CA 19-9

‘jf Maastricht UMC+
Van Veldhuisen, et al. HPB 2018



CA 19-9 evaluatie na inductie chemotherapie
LAPC

CA19-9 response, RECIST-staging and resectability of 54 LAPC patients

J  Resection
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PELICAN studie
Pancreatic Locally advanced Irresectable
Cancer Ablation in the Netherlands

{Evorderline resectabel

Exploratieve
it tedad Infraoperatief ]

|rresectabe| chemutheraple chemotherapie
lokaal irresectabel

- RFEA J{C hemotherapie
Renqistratie

{Lokaal irre&eu::tabel] Follow-up
Chemotherapie

‘jf Maastricht UMC+



Inductie therapie LAPC

FOLFIRINOX 4 kuren

NABGEM-studie
Nab-paclitaxel/gemcitabine 2 kuren

De kuren voor randomisatie in PELICAN-studie mogen in
verwijzend centrum gegeven worden

I
(¥) Maastricht UMC+

1Goldsteinet al. INatlCancernst 2015 Jan 31; 107 (Doi 10.1093jnci/dju413.



Conclusie behandeling LAPC

Inductie chemotherapie
FOLFIRINOX bij WHO 0-1

NABGEM-studie bijj WHO 2 of WHO 0-1 met contra-
Indicatie voor FOLFIRINOX

Evaluatie na 4 kuren

Regressie of stabiele ziekte bij beeldvorming met
fraale daling CA 19-9 > exploratie

Persisterend irresectabel > lokale therapie in
studieverband

‘jf Maastricht UMC+



Behandeling gemetastaseerd
pancreascarcinoom
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Current systemic treatments

o Nal-iri
Gemcitabine FOLFIRINOX 5FU
1997 2011 2017
2013
Nab-Paclitaxel
Gemcitabine

VOV
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FOLFIRINOX
PRODIGE 4 / ACCORD 11 trial

n=342
Firstline
Metastatic disease ( FOLFIRINOX
WHO 0-1
Stratification R
Center
Performance status Gemcitabine
Location of the tumor

() Maastricht umc+
Conroy, et al. N Engl J Med 2011;364:1817-25.



FOLFIRINOX
PRODIGE 4 / ACCORD 11 trial

Table 1. Demographic and Baseline Characteristics of Patients
in the Intention-to-Treat Population.*
FOLFIRINOX Gemcitabine
Characteristic (N=171) (N=171)
Age —yr
Median 61 61
Range 25-76 34-75
Sex — no. (%)
Male 106 (62.0) 105 (61.4)
Female 65 (38.0) 66 (38.6)
ECOG performance status score — no. (%)
0 64 (37.4) 66 (38.6)
1 106 (61.9) 105 (61.4)
2 1 (0.6) 0

I
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FOLFIRINOX
PRODIGE 4 / ACCORD 11 trial

mOS 11.1 vs 6.8

. months
. HR 0.57 (0.45-0.73)
5 . p<0.001
: 25-

Gemetabine ~ Improvement has
00 1 & b 1215 18 21 24 27 %0 3 36 30 4 come with some
Months COStS
No. at Risk

Gemcitabine 171134 89 48 28 14 7 6 3 3 2 2 2
FOLFIRINOX 171 146 116 81 62 34 20 13 9 5 3 2 2 2 2

(¥ Maastricht UMC+
Conroy, et al. N Engl J Med 2011;364:1817-25.



FOLFIRINOX
PRODIGE 4 / ACCORD 11 trial

Table 3. Most Common Grade 3 or 4 Adverse Events Occurring in More Than
5% of Patients in the Safety Population.*

Event

Hematologic

Neutropenia
Febrile neutropenia

Thrombocytopenia

Anemia

Nonhematologic

Fatigue
Vomiting

Diarrhea

Sensory neuropathy

Elevated level of alanine
aminotransferase

Thromboembolism

FOLFIRINOX
(N=171)

Gemcitabine
(N=171)

no. of patients/total no. (%)

75/164 (45.7)
9/166 (5.4)

15/165 (9.1)

13/166 (7.8)

39/165 (23.6)
24/166 (14.5)
21/165 (12.7)
15/166 (9.0)
12/165 (7.3)

11/166 (6.6)

35/167 (21.0)
2/169 (1.2)
6/168 (3.6)

10/168 (6.0)

30/169 (17.8)

14/169 (8.3)
3/169 (1.8)
0/169

35/168 (20.8)

7/169 (4.1)

P Value

<0.001
0.03
0.04
NS

NS
NS
<0.001
<0.001
<0.001

NS

‘j{ Maastricht UMC+

Conroy, et al. N Engl J Med 2011;364:1817-25.



FOLFIRINOX is the standard of care for
fit patients In first line treatment

‘jf Maastricht UMC+



Current systemic treatments

Gemcitabine FOLEIRINOX I\EIS?:I-LIJ”
1997 2011 >y
v VoW O

2013
Nab-Paclitaxel
Gemcitabine
2013

VOV
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Nab-Paclitaxel
MPACT trial

n=661 .
First line Nab-Paclitaxel

Metastatic disease : Gemcitabine

Stratification

Performance
status

Geographic region
Presence or

absence of
liver metastases

Gemcitabine

Q? Maastricht UMC+ Von Hoff, et al. N Engl J Med 2013;369(18):1691-703.
Goldstein, et al. INCI 2015;107(2).



Nab-Paclitaxel

MPACT trial

Von Hoff, et al. N Engl J Med 2013;369(18):1691-703.
Goldstein, et al. INCI 2015;107(2).

| 4
v/

Table 1. Characteristics of the Patients at Baseline.®

Characteristic
Age
No. of yr
Median
Range

Lhstribution — no. [75)

=65 yr
=65 yr

Karmnofsky performance-status score — no. ftotal no. (%6)1

100
a0
&0
70
&0

nab-Paclitaxel
plus Gemcitabine
(N=431)

B2
27-B6

254 (59)
177 (41)

69/429 (16)
179/429 (42)
149/429 (35)
30/429 (7)
2/429 (<1)

Gemcitabine
Alone
(N=430)

63
3288

242 (56)
138 (44)

69/429 (16)
199/429 (46)
128/429 (30)
33429 (3)
07429

Total
(N=861)

B3
27-88

496 (58)
365 (42)

138/858 (16)
378/858 (44)
277/858 (32)
63/858 (7)

2/858 (<1)

Maastricht UMC+




Nab-Paclitaxel
MPACT trial

MQOS 8.7 vs 6.6
months

HR 0.72 (0.62-0.83)
p<0.001

Not an easy regimen

(¥ Maastricht UMC+
Goldstein, et al. INCI 2015;107(2).



