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Vraag 1

Hoeveel patienten met een pancreascarcinoom
hebben een resectabel of borderline resectabel
pancreascarcinoom?

A. 60-70%
B. 40-50%
C. 15-20%
D. <5%
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Achtergrond

« Diagnose pancreaskanker
— 20% resectabel/borderline resectabel
— 40% reeds metastasen
— 40% lokaal gevorderd, niet resectabel
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stadium I: T1-2NOMO
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Bij 11% van alle patiénten
is de tumor bij diagnose 4
cm of kleiner in doorsnee,
zonder uitzaaiingen in
regionale lymfeklieren of
afstandsmetastasen

v

Achtergrond

stadium Il: T3 of N1
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Bij 12% is de tumor groter
dan 4 cm in doorsnee of
tevens beperkt (3 of min-
der) aanwezig in regionale
lymfeklieren

Onbekend (doch geen afstandsmetastasen gezien) 2,5%.
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stadium Ill: T4 of N2
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Bij 18% zijn grote bloed-
vaten of meer dan 4 lym-

feklieren betrokken

stadium IV
inclusief bevindingen tijdens operatie
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57% van alle patiénten heeft bij diagnose al
afstandsmetastase(n) (stadium V), inclusief
bevindingen tijJdens operatie.

bron: NKR
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Resectabiliteit

Arteries Veins
‘ ’ D PCG Superior Celiac Trunk Common Superior
Puteh Pancreatic Cancer Grovp Megenteric Hepatic Mesenteric
Portal
Resectable
(all four required) no contact no contact no contact < 90° contact

Borderline resectable
< 90° contact
(minimally one required)

< 90° contact

< 90° contact

90°-270° contact,

and no occlusion
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Resectabel
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Borderline
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Behandeling

Standaard behandeling: chirurgie gevolgd door
adjuvante chemotherapie

Maar
« 20-25% geen resectie

* |Indien resectie

» Grote kans terugkeer ziekte, meerderheid occulte
metastasen

= Soms nog ziekte aan snijranden (R1)



Vraag 2

Welke adjuvante chemotherapie heeft momenteel de
voorkeur bij fitte patienten na resectie van de tumor?
A. Gemcitabine-capecitabine

B. FOLFIRNOX

C. Gemcitabine-Nab paclitaxel

D. Gemcitabine
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Behandeling

Adjuvante chemotherapie
« Gemcitabine

« Gemcitabine + capecitabine 5 ot
« Gemcitabine/Nab paclitaxel
« FOLFIRINOX

° Mediane OS 54.4 maanden g izzt-g'gﬂ hazard ratio for death, 0.64 (95% Cl, 0.48-0.86)

No. of deaths, 192
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Modified FOLFIRINOX

nts Who Were Alive (%)
w
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T T T T T T T T T T
0 6 12 18 24 30 36 42 48 54 60

Months
No. at Risk
Modified FOLFIRINOX 247 223 210 165 119 91 68 46 32 16 4
Gemcitabine 246 233 215 171 120 21 55 33 18 9 4
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Adjuvante chemotherapie

Niet alle patienten krijgen adjuvante chemotherapie

O No adjuvant chemotherapy M Adjuvant chemotherapy
" St - 2

Nederlandse Kanker Registratie
« 10595 patienten
* 1195 pancreatoduodenectomie ‘“““

« 642 adjuvant chemotherapie

Figure 1. Observed percentage of adjuvant chemotherapy treatment in
pancreatic cancer patients undergoing pancreatoduodenectomy in
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W O DPCG

Dutch Pancreatic Cancer Group

Neoadjuvante therapie

» Suggestie dat neoadjuvante behandeling de overleving
verbeterd

—>Toename aantal radicale resecties (RO)

—~>Meer patienten maken behandeling af
—>Selectie van patienten
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PREOPANC studie

Gerandomiseerde phase lll studie

Directe chirurgie + adjuvante
Resectabel of chemotherapie

borderline

resectabel
PDAC

Neoadjuvant chemoradiotherapie-
chirurgie - restant chemotherapie
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Studie opzet

Wy

’ Dutch Pancreatic Cancer Group

operatie Gem Gem Gem Gem Gem Gem
\ , | Gem- ,
..................................... Gem RT Gem operatie Gem Gem Gem Gem
Drainage/ : ) . . )
. laparoscopie : Gem: gemcitabine 1000 mg/m*day 1,8,15, one week rest
SRR ; Gem’: gemcitabine 1000 mg/mz day 1’8’ one Week rest
RT: 36 Gy in 15 fractions of 2.4 Gy

Primaire eindpunt: Overleving
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Patient karakteristieken

Leeftijd (range) 67 (37-81) 65 (33-80)
WHO PS 0-1 94% 92%
Pancreaskop tumor 88% 87%
Borderline resectabel 46% 53%
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Directe chirurgie (n=127)
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Flowchart

Exploratieve laparotomie (n=121)

Resectie (n=92) 72%

Adjuvante CTx (n=65) 51%
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Neoadjuvante CRT (n=119)

\ 4

Laparoscopie(n=114)

CRT (n=91)
]

Exploratieve laparotomie (n=82)

y

Resectie (n=72)

Adjuvante CTx (n=55)
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Resultaten

Aantal resecties 91/127 (72%) 72/119 (61%) 0.0867
RO rate (>1mm) 35/82 (43%) 49/68 (72%) <0.001
Pathologische 79% 35% <0.001
lymfeklieren

Perineurale invasie 84% 45% <0.001
Vasculaire invasie 63% 36% <0.001
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Lange termijn resultaten

Gemiddelde follow up van bijna 5 jaar

« 210 patienten overleden
= 93 (78%) in de chemoradiatie arm
» 117 (92%) in de directe chirurgie arm

5-jaars overleving
« 7% in de directe chirurgie arm
« 21% in de neoadjuvante CRT arm
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Overleving

100+

751 Median OS:
g 15.7 vs 14.3 maanden
% 50+

Significant verschillend

p=0.025

Neoadjuvant CRT
251

Upfront Surgery

0

0 6 12 18 24 30 36 42 48 54 60
Time (months)
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Resultaten

Tevens

« Ziekte-vrije overleving

* Metastasen-vrije overleving

» Locaal recidief-vrije overleving

- Langer in patienten die behandeld zijn middels
neoadjuvante chemoradiatie
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Bijwerkingen

Chemoradiatie
« Acute bijwerkingen
» Bijwerking gehele lichaam: vermoeidheid
* Verminderde eetlust, misselijkheid, maagklachten, soms pijn
= Chemo; verlaagde bloedwaarden
« Late bijwerkingen
= Maagzweer

« Operatie: niet meer complicaties!
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Systematische review

Overall Survival

Author(s) and Year Hazard Ratio [95% CI]

Golcher et al, 2015 0.99 [0.59, 1.65]
Casadei et al, 2015 1.00[0.10, 9.82]

.
]
Jang et al, 2018 — 0.51[0.28, 0.93]
'—l—"
—il—
—i—

Reni et al, 2018 0.54 [0.31, 0.94]
Versteijne et al, 2020 0.78 [0.58, 1.05]

Unno et al, 2019 : 0.72[0.55, 0.94]
<——NT is better : SF is better——>

RE Model(Q =4.12,df =5, p = 0.53; 2= 0.0%) - 0.73[0.61, 0.86]
— i I
01 025 1 4 10

Hazard Ratio
GE congres 28 Januari 2022

Cloyd, JCM 2020
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Richtlijn
* Module neoadjuvante therapie
* Na afronding PREOPANC

« Klinisch relevant indien
—>5% verschil of > 3% en HR<0.7 in overleving
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Resecties
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Neoadjuvant Surgery Risk Ratio Risk Ratio
Study or Subgroup Events Total Bwents Total Weight M-H, Random, 95% C1 Year M-H, Random, 95% CI
1.2.1 Potentially resectable
Galcher 20145 149 33 23 3z 8.9% 0a0[0aa 1.14] 2015
Caszadei 2014 11 18 15 20 5.9% 0.81[0.482 1.27] 2015
Reni 2018 27 3z 49 A6 36.9% 086 [0.81,1.148] 2018 —
Wersteijne 2020 44 65 a4 g8 27.E% 0.85[0.69 1.058] 2020 - &
Subtotal (95% CI) 148 176 79.3% 0.89 [0.79, 1.01] -
Total events 101 141
Heterogeneity: Tau®= 0.00; Chi*=1.488, df= 3 (F = 0.66); F=0%
Testfor overall effect. Z2=1.81 (P=0.07)
1.2.2 Borderline resectable
Jang 2018 17 s 18 23 91% 0.ae0[0.a6 1.14] 2018
Warsteijne 2020 28 54 38 59 11.6% 0.81[0.58 1.11] 2020
Subtotal (95% CI) 81 82 20.7% 0.80 [0.63, 1.02] e ——
Total events 45 a6
Heterogeneity; Tau®= 000, Chi*=0.00, df=1 (F=1.00); F=0%
Testfor overall effect: Z2=1.78 (P =0.08)
Total (95% CI) 229 258 100.0% 0.87 [0.78, 0.97] el
Total events 146 197

Heterogeneity: Tau®= 0.00; Chi*= 224, df=5(F=0281), F=0%
Testfor overall effect £=2.42 (F=0.02%
Testfor subgroup differences: Chi®= 058, df=1 (F=045), F=0%
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Favours Surgery

1.5
Favours Meoadjuvant
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RO resecties

Neoadjuvant Surgery Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI Year M-H, Random, 95% CI
1.3.1 Potentially resectable
Casadei 2015 7 11 5 15 12.3% 1.91[0.82, 4.44] 2015 -
Golcher 2015 17 19 16 23 212% 1.29[0.94, 1.76] 2015 =
Reni 2018 17 27 16 49 18.1% 1.93[1.17,3.16] 2018 -
Versteijne 2020 29 44 32 54 21.3% 1.11[0.82, 1.51] 2020 =
Subtotal (95% CI) 101 141 72.9% 1.36 [1.08, 1.75] <>
Total events 70 69
Heterogeneity: Tau? = 0.02; Chi*=4.36, df = 3 (P = 0.23); I’=31%
Test for overall effect: Z=2.41 (P = 0.02)
1.3.2 Borderline resectable
Jang 2018 14 17 6 18 14.7% 2.47[1.24,4.92] 2018 -
Versteijne 2020 22 28 5 38 124% 5.97 [2.58, 13.82] 2020 -
Subtotal (95% Cl) 45 56 27.1% 3.72 [1.53, 9.07] *
Total events 36 1
Heterogeneity: Tau? = 0.26; Chi*=2.71, df = 1 (P = 0.10); I = 63%
Test for overall effect: Z = 2.89 (P = 0.004)
Total (95% Cl) 146 197 100.0% 1.88 [1.23, 2.87] -
Total events 106 80
Heterogeneity: Tau? = 0.20; Chi* = 21.44, df =5 (P = 0.0007); I =77% OT1 012 055 é é 1'0

Test for overall effect: Z=2.90 (P = 0.004)

Test for subaroup differences: Chi? = 4.53, df =1 (P = 0.03), ? =77.9%
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Favours Surgery Favours Neoadjuvant
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Overleving

Neoadjuvant Surgery Hazard Ratio Hazard Ratio
Study or Subgroup  log[Hazard Ratio] SE Total Total Weight IV, Random, 95% CI IV, Random, 95% CI
1.1.1 Potentially resectable b |
Casadei 2015 0 11748 18 0 16%  1.00(0.10,10.00] Resectabel
Golcher 20145 -0.0101 02641 33 33 288% 0.99[0.59 1.68] -
Reni 2018 -0B162 02832 a2 a6 25.4% 0.54[0.31, 0.94] — HR 0'84 p 0'24
Yersteijne 2020 -0.0408 0.2069 65 62 44.2% 0.96 [0.64, 1.44] nv | n vi n
Subtotal (95% CI) 148 177 100.0% 0.84[0.62, 1.12] 0 0 doe de e de ce

Heterogeneity: Tau®=0.01; Chi®*= 3.26, df =3 {(P=0.235); F= 8%
Testfor overall effect Z=1.15 (P = 0.24)

1.1.2 Borderline resectable Borderline resectabel
Jang 2018 06733 0.3059 27 23 345% 0.51[0.28,0.93] —a— _

Versteijne 2020 -0.47% 0.2236 54 59 G65.2% 0.62 [0.40, 0.96] —— HR 0.58 p—0.002
Subtotal (95% CI) 81 82 100.0%  0.58[0.41,0.83] L

Heterogeneity: Tau®= 0.00; Chi*=0.27, df=1 (P=061),F=0% Neoadjuvant beter

Testfor overall effect; Z=3.02 (F=0.002)

01 02 05 2 510
Favours neoadjuvant Favours surgery

Testfor subaroup differences; Chif=2.47, df=1 (P=012), F=5495%

Versterking effect met lange termijn resultaten PREOPANC en met nieuwere studies
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Richtlijn

» Resectabel pancreascarcinoom

= Eerst chirurgie, dan adjuvante chemotherapie, indien fit
genoeg: 12 kuren FOLFIRINOX

» Borderline resectabel pancreascarcinoom

= Neoadjuvant chemoradiotherapie, dan chirurgie, dan
adjuvante chemotherapie, indien fit genoeg: 8 kuren
FOLFIRINOX

28
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Toekomst

* (Nog) geen evidence voor neoadjuvant FOLFIRINOX

« Resultaten PREOPANC-2 (resectabel + borderline
resectabel)

Arm A: Total neoadjuvant FOLFIRINOX
| |

FOLFIRINOX 4x FOLFIRINOX 4x -

I I I I I >

Arm B: Neoadjuvant gemcitabine chemoradiotherapy and adjuvant gemcitabine

A 4

GE congres 28 Januari 2022
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Toekomst

 PREOPANC-3 - alleen patienten met resectabel
pancreascarcinoom

Arm 1: Perioperative mFOLFIRINOX
I I I I >
FOLFIRINOX 4x FOLFIRINOX 4x FOLFIRINOX 4x
: ; ; : >

FOLFIRINOX 4x

FOLFIRINOX 4x

FOLFIRINOX 4x

Arm 2: Adjuvant mFOLFIRINOX

GE congres 28 Januari 2022
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