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Adjuvant | why adjuvant treatment?

A Surgery remains the cornerstone of curative therapy
A Relapse rates are high (90% without additional therapy)

A Systemic chemotherapy aims at
I eradicating micremetastatic disease
I reducing chance of disease recurrence
I Improving overall survival

A Current standards are for arionth course of treatment
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Overall survival

Fluorouracil
+ folinic acid
—————— Gemcitabine
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No. at risk
Flucrouracil 881 413 249 109 36 15
+ folinic acid
Gemcitabine 537 415 251 103 42 13

ESPAG
Gemcitabineor 5FU:
same results but
gemcitabine less toxic

Neoptolemos et al JAMA 2010

Adjuvant | 1,2 or 3 drugs?
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ESPAQ
Gemcitabineand 5FU:
improved 5year survival,
more sideeffects

Neoptolemos et al Lanc&ncol2017

B verall Survival

Patients Who Were Alive (26)
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FOLFIRINOX improved
survival compared with
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Conroy et al NEJM 2018
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Adjuvant chemotherapy [the reality

Time Plan for Start Complete
Surgery REEEUE frame chemo > chemo > chemo >
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Adjuvant chemotherapy [the reality
Plan for Start Complete
chemo chemo chel?no
\ J
|
Study Planned | Started Did not start otiont decie
N | NoY | Neo |
ESPAG (chemo) 1088 | 964 (88.6%) 124 (11.4%)| Patientill health
Disease progression
ESPA@ (all) 732 | 707 (96.6%) 25 (3.4%) | Died
Ineligibl
PRODIGE4 (FOLFIRINOX) 247 | 238(96.4%) 9 (3.6%) |
Neoptolemos et al JAMA 2010 Neoptolemos et al Lanc&ncol2017 Conroy et al NEJM 2018
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Adjuvant chemotherapy [the reality
Plan for Start Complete
chemo chemo chel?no
\ J
|
Study Planned| Started Did not start | Completed
(N) N (%) N (%) N (%)
ESPAG (chemo) 1088 | 964 (88.6%) 124 (11.4%)| 624 (64.7%)
ESPAQ (all) 732 | 707 (96.6%) 25 (3.4%) | 434 (61.4%
PRODIGE4 (FOLFIRINOX) 247 | 238(96.4%) 9 (3.6%) | 158 (66.4%)

Neoptolemos et al JAMA 2010 Neoptolemos et al Lanc&ncol2017 Conroy et al NEJM 2018
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Surgery

Adjuvant chemotherapy [the reality

Recovery

Time
frame

No benefit from starting in less than 8
weeks postop ¢ safe to wait until 812
weeks

Allow patientsa chance to recover from
surgery

It is more important to finish the chemo
(6 months) than starting early after
surgery

Role of prehabilitation?

Start
chemo

>

Complet
chemo

>

Overall Survival (%)
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o _a2ar— 95.81; P=<.001
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22 14 10 5 1
192 116 69 33 12
60 34 20 9 3
196 121 76 38 9

Valle et al; LlinOncol2014 32:504512.
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Advanced disease [nodest efficacy
1 year (" RR )
I
1 6 months <10%
I
Gemcitabine + NaPaclitaxel I 8.7 months 23%
I
FOLFIRINOX | 11.1 months 32%
FOLFIRIN®X | 10.8 months
|
FOLFIRINOX Institutional series : 10-14 months  \_ y

Treatment with FOLFIRINOX is applicable in ~25% patients

1Burris et al, LlinOncol1997, 2Von Hoff et al N Engl J Med 20Lpdated Goldstein D et al GI Cancers Symposium, abstract 1
3Conroy et al N Engl J Med 2043inghal ESMO abstract 617PG;ll et al. ASCO 20&bstr €14588
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Recent notable results hegative

arm

APACT Adjuvant Gem/nabP Median DFS: 1940 (G/nabP) vs 18.8no
(G) (HR 0.88; p=0.1824)

RESOLVYE 424 Metastatic Gem/nabP Gem/nabP +ibrutinib  Median OS 10.810 (noibrutinib) vs. 9.7mo
(with ibrutinib)(HR 1.2; p=0.32)

HALG301® 492 Metastatic Gem/nabP Gem/nabP +PEGPH20 Median OS 11.5h0 (no PEGPH20) vs. 1t
(with PEGPH20)(HR 1.0; p=0.97)

SEQUOIA 568 Metastatic FOLFOX FOLFOXpegilodekan Median OS 6.810 (no pegilodekan vs. 5.8
(2L) mo (with pegilodekan(HR 1.0; p=0.66)

ITempero et al ASCO 204Bstr400Q 2Tempero et al ESMO GI 2019 abstract C
002;3Tempero et al ASCO GI 2G&5tr638;*Hecht et al ASCO Gl 20&0str637



MANCHESTER
1824

Recent notable results positive
POLO study

/Key eligibility criterD

A Metastatic pancreatic

cancer

A Deleterious or /" Randomised \ [Until investi at0¥\
suspected deleterious 3:2 300 mg bid g
germline BRCA1 assessed _dlsease
or BRCA2 rrAluEation No maintenance progression or

Axwmc 6SS8Qijeda ¥ unacceptable

platinum-based stratification toxicity
chemotherapywithno |\_ factors / \__ _J

limit to duration,
without progression

Q CR PR 0iSD on chery

Golan et al NEnglJ Med. 2019 Jul 25;381(4):3327
P,
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Notable results |positive
POLO study

A Progression-free Survival B overall Survival

46% events
0.94 0.9
= 03 Progression-free Olaparib Placebo 054
; Survival Group % Group Median, 18.9 mo vs. 18.1 mo
5 o074 e T o7 Hazard ratio, 0.91 (95% CI, 0.56-1.46)
n 6 53.0 23.0 £ 7 P-0.68
E 12 337 145 5
T 064 18 276 96 Y o
‘a' 24 221 9.6 K
£ 059 Median, 7.4 mo vs. 3.8 mo 6 0.5
g Hazard ratio, 0.53 (95% Cl, 0.35-0.82) 5
i P=0.004 £
‘s 04 = 04 Olaparib (N=92; 41 events)
z |
| 031 E 0.3
=
& 0.2 Olaparib (N=92; 60 events) 0.2 Placebo (N=62; 30 events)
0.1 014
Placebo (N=62; 44 events)
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0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38 40 42 44 46 48 50 0 2 4 6 & 10 12 14 16 18 20 22 24 26 23 30 32 34 36 33 40 42 44 46 48 50
Months since Randomization Months since Randomization
No. at Risk No. at Risk
Olaparib 92 69 50 41 34 24 18 17 14 10 10 8 8 7 5 3 3 3 3 2 1 1 1 0 Olaparib 92 87 80 71 61 51 46 39 31 28 20 16 14 12 9 6 5 4 4 4 2 1 1 0
Pacebo 62 39 23 10 6 6 4 4 4 2 2 2 2 1 1 0 Placebo 62 60 56 S0 44 32 29 77 20 18 1410 8 8 6 6 4 1 1 1 1 1 1 0

Improved progressiorree survival Overall survival data not mature
7.4vs3.8months 18.9 vsl8.1months
HR 0.5395%CD.35 to 0.82p=0.004 HR 0.9195%CD.56 to 1.46p=0.68

Golan et al NEnglJ Med. 2019 Jul 25;381(4):3327




ldentification of important subgroups
1. BRCAnutated patients benefit fronolaparib (vs placebdc POLO study

2. BRCAnutated patients benefit fromplatinum-based chemotherap¥

Probability of overall survival

Probability of overall survival by
stage 3 or 4 (n=43)
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Probability of overall survival by
platinum treatment at stages 3 and 4

= Platinum (n=22)
===- No platinum (n=21)

mOS22 mo

vsS. 9 mo
p=0.0389

-

0 6 12 18 24 30 36 42 48 54 60
Months

1Golanet al NEngld Med 2019381:317327;2Golan Br J Canc2014;111:1132,1138
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ldentification of important subgroups

Important to
consider genetic
referral

However, <%of patients with pancreatic cancer have an inherited BRCA1
and/or BRCARutation
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|dentification of important subgroups

/~  Core DDR gene mutation
Germline/somatic BRCA1/2, PALB2

Non-core DDR mutations
ATM, ATR, ATRX, BABARD1, BRIP1,
CHEK1/2, RAD50/51/51B,
\_ or FANCA/C/D2/E/FIG/L

This group is bigger if we include other DNA damage repair (DDR)
mutations
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ldentification of important subgroups

'-Y3039473 NOTCH1 Dependent(3%)
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Bailey Nature 2016
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Ea=s  DDR response to platinummnot just BRCA

HR-DDR Deficient v HR-DDR Proficient

1.01 Platinum naive
Advanced
= 0.8 1
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= 024 078viiz,
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Hazard ratio,= 1.58 ; n=19
- T L T
0 1 2
Time (years)
MNo. at risk:
HR-DDR_,, 19 5 0
pHR-DDR 113 33 6

No difference without platinum

0.76 vs 1.13rs
HR 1.58; p=0.154

OS advantage if platinum used

2.37 vs 1.4%rs
HR 0.44; p=0.000072

Pishvaiaret al JC®recision Oncolog¥019; online Oct23



