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Waarom eerst chemotherapie voor chirurgie
bij pancreascarcinoom??
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Alweer een fout in viervoud DS 1/4/2015

‘Deze dokter kan nauwelijks iemand redden’ prijkte er prominent vooraan in dS
Avond van afgelopen donderdag, naast een foto van een breed glimlachende Baki
Topal, een van de artsen die worden gevolgd in het nieuwe Vier-programma Topdokters.

Dokter Topal was daar niet mee opgezet. Het had, zo schreef hij aan de journalist, zijn
vertrouwen in de media een ernstige deuk bezorgd...

Topal krijgt niet alle patienten met pancreaskanker voor zich, hij ziet alleen de 10 procent
zonder uitzaaiingen, een groep met een veel hogere (maar nog altijd niet zo’'n heel
hoge) overlevingskans: 25 a 30 procent. Die verwarring tussen ‘patiénten in het
algemeen’ en ‘patiénten van dokter Topal’ schopte het tot bovenkop bij het artikel zelf.




Symptomen
» Geelzucht bij pancreaskoptumor
» Pijn

» Obstructie
» Vermagering
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Jaundice is a symptom
where the skin and eyes
become yellow




Screening?

PaniN vs. IPMN Development
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Maar screening technisch niet mogelijk
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Normal PaniN-1A PanIN-1B PanIN-2 PanIN-3
Telomere shortening >80%

KRAS mutation >90%
TP53 loss 30-50%
SMAD4 loss 30%

30% 55% P16 loss 70%
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Tumor: stadium bepalen
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peratie gevolgd door chemotherapie

A Disease-free Survival

100 Stratified hazard ratio for cancer-related event,
second cancer, or death, 0.58 (35% CI, 0.46-0.73)
§ P<0.001
‘g 754 No. of events, 314
&
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B Overall Survival
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Modified FOLFIRINOX
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Stratified hazard ratio for death, 0.64 (95% CI, 0.48-0.86)
P=0.003
No. of deaths, 192
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Figure 2. Kaplan—Meier Estimates of Disease-free Survival and Overall Survival in the | ion-to-Treat Populati
According to Treatment Group.

The median disease-free survival was 21.6 months in the modified-FOLFIRINOX group, as compared with 12.8 months
in the gemcitabine group (Panel A). The median overall survival was 54.4 months in the modified-FOLFIRINOX group,
as compared with 35.0 months in the gemcitabine group (Panel B). Tick marks indicate censored data.




Wat als een tumor net niet geopereerd kan worden?




Wat als een tumor net niet geopereerd kan worden?
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Figure 2. Resectable pancreatic cancer. ©2008 The
University of Texas MD Anderson Cancer Center.
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Flgure 1. Pancreatic cancer: tumor in the pan-
creatic head. ©2008 The University of Texas MD
Anderson Cancer Center.




Wat als een tumor net niet geopereerd kan worden?
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Figure 3. Borderline resectable pancreatic cancer.
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Figure 2. Resectable pancreatic cancer. ©2008 The ©2008 The University of Texas MD Anderson
University of Texas MD Anderson Cancer Center. Cancer Center.




Wat is neo-adjuvante therapie?

Sequential cancer treatment

Neoadjuvant therapy ~ ~ Primary therapy ~ Adjuvant therapy
Purpose

Reduce primary tumor size Eliminate tumor Eliminate remaining
Eliminate cancer cells that cancer cells

spread to other locations

Treatment (alone or in combination)

Chemotherapy Surgery Chemotherapy

Hormone therapy Radiation therapy Hormone therapy

Targeted therapy Targeted therapy

Radiation therapy Radiation therapy
Surgical 60} —

removal

Local
therapy

3 Lymph nodes .

Original with cancer cells |
tumor size Systemic -
therapy g%




Hoe kies je neo-adjuvante therapie?

- Overall Survival (OS) § Progression-Free %
(. Survival (PFS)

measures how long patients live without the disease growing or
» Is known as the gold standard in oncology spreading in the treatment group compared to a control group
clinical trials

» Measures how long patients in the treatment
group live compared to a control group

Q—y O 1
X" Overall Response Jj /~—. _ Duration of

OO%”: Rate (ORR) '. Response (DoR)

measures the length of time that a tumor
continues to respond to a drug without the
cancer growing or spreading

measures the proportion of patients whose tumor
is destroyed or reduced by a drug




Hoe kies je neo-adjuvante therapie?

The NEW ENGLAND JOURNAL of MEDICINE
The NEW ENGLAND JOURNAL of MEDICINE

“ ORIGINAL ARTICLE ” “

ORIGINAL ARTICLE ”

FOLFIRINOX versus Gemcitabine Increased Survival in Pancreatic Cancer
for Metastatic Pancreatic Cancer with nab-Paclitaxel plus Gemcitabine

Thierry Conroy, M.D., Frangoise Desseigne, M.D., Marc Ychou, M.D., Ph.D., Daniel D. Von Hoff, M.D., Thomas Ervin, M.D., Francis P. Arena, M.D.,

Olivier Bouché, M.D., Ph.D., Rosine Guimbaud, M.D., Ph.D,,

E. Gabriela Chiorean, M.D., Jeffrey Infante, M.D., Malcolm Moore, M.D.,
Yves Bécouarn, M.D., Antoine Adenis, M.D., Ph.D., Jean-Luc Raoul, M.D., Ph.D., Thomas Seay, M.D., Sergei A. Tjulandin, M.D., Wen Wee Ma, M.D.,
Sophie Gourgou-Bourgade, M.Sc,, Christelle de la Fouchardiére, M.D., Mansoor N. Saleh, M.D., Marion Harris, M.D., Michele Reni, M.D.,
Jaafar Bennouna, M.D., Ph.D., Jean-Baptiste Bachet, M.D., Scot Dowden, M.D., Daniel Laheru, M.D., Nathan Bahary, M.D.,
Faiza Khemissa-Akouz, M.D., Denis Péré-Vergé, M.D., Catherine Delbaldo, M.D., Ramesh K. Ramanathan. M.D Josep Tabernero. M.D
Eric Assenat, M.D., Ph.D., Bruno Chauffert, M.D., I_Jh.D‘. Pierre Michel, M.D., Ph.D., Manuel Hidalgo, M.D., Ph.D., David Goldstein, M.D., Eric Van Cutsem, M.D.,
Christine Montoto-Grillot, M.Chem., and Michel Ducreux, M.D., Ph.D., Xinyu Wei, Ph.D., Jose Iglesias, M.D., and Markus F. Renschler, M.D
for the Groupe Tumeurs Digestives of Unicancer and the PRODIGE Intergroup® Y B giesias, M.L., 2 : i

» Of toch radiochemotherapie?




Logisch voor een tumor die niet geopereerd kan worden
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Flgure 4. Locally advanced pancreatic cancer.
©2008 The University of Texas MD Anderson
Cancer Center.




Maar voor een tumor die wel geopereerd kan worden?
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Figure 3. Borderline resectable pancreatic cancer.
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Figure 2. Resectable pancreatic cancer. ©2008 The ©2008 The University of Texas MD Anderson
University of Texas MD Anderson Cancer Center. Cancer Center.




Meer en meer onderzoek...

Article

Neoadjuvant Therapy Is Associated with Improved
Chemotherapy Delivery and Overall Survival Compared to
Upfront Resection in Pancreatic Cancer without Increasing
Perioperative Complications

Christopher Ryan Deig !, Thomas Lee Sutton >3, Blake Beneville #, Kristin Trone *, Amanda Stratton 4,

Ali N. Gunesch %, Amy Ivy Liu %, Alaaeddin Alrohaibani ®, Maedeh Mohebnasab ®, Solange Bassale 7,

Alison Grossblatt-Wait >8, Dove Keith 2, Fouad Attia 3, Erin W. Gilbert 23, Charles D. Lopez %?, Adel Kardosh *,
Emerson Y. Chen ?, Kenneth G. Bensch *'°, Nima Nabavizadeh !, Charles R. Thomas !, Skye C. Mayo 12,

Brett C. Sheppard % and Aaron Grossberg 1-%3*

Ann Surg Oncol (2021) 28:4104-4129 Annals of '.)
https://doi.org/10.1245/s10434-021-10075-1 SURGIC AL ONCOLOGY Check for

OFFICIAL JOURNAL OF THE SOCIETY OF SURGICAL ONCOLOGY

CONTINUING EDUCATION- PANCREATIC TUMORS

The Landmark Series: Preoperative Therapy for Pancreatic
Cancer
Sameer H. Patel, MD, FACS', Matthew H. G. Katz, MD, FACS, FASCO?, and Syed A. Ahmad, MD, FACS'

'Department of Surgery and the Division of Surgical Oncology, University of Cincinnati College of Medicine, Cincinnati, OH;
Department of Surgical Oncology, MD Anderson Cancer Center, Houston, TX




Want mogelijke voordelen...

Sequential cancer treatment

Neoadjuvant therapy ~ ~ Primary therapy ~ Adjuvant therapy
Purpose

Reduce primary tumor size Eliminate tumor Eliminate remaining
Eliminate cancer cells that cancer cells

spread to other locations

Treatment (alone or in combination)

Chemotherapy Surgery Chemotherapy
Hormone therapy Radiation therapy Hormone therapy
Targeted therapy Targeted therapy
Radiation therapy Radiation therapy
Surgical 60} —
removal Pocal
therapy

3 Lymph nodes .
Original with cancer cells )

tumor size Systemic -

therapy g%




Het werkt...

Observations in Patients Receiving
Neoadjuvant Therapy (n=81) Compared to
Immediate Resection (n=233)

Neoadjuvant Therapy .
Improved overall survival

-~ Improved chemotherapy delivery
- \ =314 Improved pathologic response following
TR
*

neoadjuvant chemoradiation
No increase in early or late perioperative

complications

Retrospective review of patients with borderline or
resectable pancreatic cancer who underwent resection




Of zijn we wel zeker?

A Retrospective Cohort Study |

The Cohort
P Employees of
a tire manufacturing
= company.

\4
Lgte ployee ‘m.

health records] Compare

incidence
Not exposed death

Do chemicals used in tire
manufacturing increase

risk of death?
—_——

=
This study was not preplanned. The
investigator has to go back to pre-existing
data that was not necessarily acquired in a Start
Past i determined way. Foll
precise, predetermined way. Follow up of Study
may have been incomplete.




Prospectieve studies...

A Prospective Cohort Study

The Cohort

117,000 Nurses
without cancer
or CVD

After time has elapsed

investigators use the

|/ prospectively collected
/ data to answer many

_— questions.

We need

Start
of Study

determinants of heart

disease in women. 1 - 1
ﬂoll & assess Obese Compare

=
to understand

exposures at ©’—> incidence of
the beginning. Lean heart attack

The study is planned & designed to answer questions in a
specific area. Non-diseased subjects meeting eligibility criteria
are enrolled. Detailed baseline information on lifestyle &
exposures is collected from each & they are followed over time.




Interventionele prospectieve studies

FIG. 1 PREOPANC study
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Of misschien moeten we nog meer durven dromen...

m m—— ANNALS
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iy imowation in oneclgy
REVIEW

Reshaping preoperative treatment of pancreatic cancer in the era of
precision medicine

R. Casolino™, C. Braconi’, G. Malleo®, S. Paiella’, C Bassi’, M. Milella®, 5. B. Dreyer™*, F. E. M. Froeling®, D. K. Chang'~,
A. V. Biarkin™*"" & T. Golan®

*Woltion Wohi Cancer Research Centre, Institute of Cancer Sciences, University of Glasgow, Bearsden, Glasgow, Samtland, UK; Departments of *Medicine; *Surgery;
"th:nne. Medical Oncalogy. University and Hospital Tnat of Verom, Verona (VR), Raly; “West of Scotland Pancrestic Unit, Glmgow Royal Infirmary, Glasgow;
“Ednburgh Cancer Centre, Western General Haspital, NHS Lothian, Edinburgh, UK: "Sauth Western Sydney Clinial Schod, Faculty of Medidne, University of NSW,
Liverpod, NSW, Australia; "Oncolagy Institute, Sheba Medical Center, Tel Hashomer, lsrael




The trouble with pancreas cancer
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Fig. 1| Targeting PDAC-associated stroma. The role of the stroma to either promote or
resist tumour formation and progression is influenced by the surrounding signals. Both
- cell-cell and paracrine interactions between cancer-associated fibroblasts (CAFs) and

P cancer cells are involved in programming the stroma. CAFs, key constituents of the
pancreatic ductal adenocarcinoma (PDAC) stroma, are heterogeneous, and include
myofibroblastic,inflammatory and antigen-presenting subtypes. Fibroblasts in proximity

v ) to cancer cells are induced by transforming growth factor-B (TGFp) from cancer cells into
CXCL12-CXCR4 inhibition * Anti-FAP Ab (sibrotuzumab) myofibroblastic CAFs, producing the mechanical barrier that can be both tumour
(AMD3100. BL-8040) © FAP inhibitor (talabostat) promoting and antitumour. Inflammatory CAFs, located in the stroma away from the
: glj-l\:: Tn?-lil:tﬁ("m FI:: “’C‘:‘!b ogib) cancer cells,are reprogrammed b)(cancer—secreted IL-1to produce cytokines and
gu== Paracrine intecactions « Multi-MMP inhibitors (marimastat. chemokines (ft?rexamphe. IL.-G). which h@u promote cancer growth. The subsequently
tanomastat) developed antigen-presenting CAFs, which express MHC class |l molecules, modulate
G (ell-cell interactions « Hyaluronidase (PEGPH20) theimmune cells in the stroma. Approaches to deconstruct the stroma have included the
use of matrix metalloproteinase (MMP)inhibitors, hyaluronidase, Sonic hedgehog (SHH)

inhibitors, fibroblast activation protein (FAP) targeting agents and CXCR4 inhibitors.
Ab, antibody; CAR, chimeric antigen receptor; ECM, extracellular matrix.




En de evolutie van oncologie
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Toekomstmuziek
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Figure 3. ideal integration of clinical and biologiml information for personalised treatment of non-metastatic pancreatic @noer.

The imtegration of cinical and ptholiogical featunes with molecular data from by specmes and biood tess should be wsead 1o ivestigate and vaSdate prognasticy
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Conclusies

» Chemotherapie na operatie zorgt voor een betere overleving

» Operatie van niet-direct operabele tumoren lukt soms na neo-adjuvante behandeling
met een hoge respons rate

» Neo-adjuvante behandeling geven is misschien een betere optie, ook voor operabele
patienten, omdat we ook eventuele losse tumorcellen al bereiken

» Nieuwe behandelingen zijn nodig, we zetten in op precisie-geneeskunde en de
micro-omgeving van de tumor




