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Pancreatic Cancer 2022

only chance for cure — radical surgery
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Borderline Resectable PDAC

1. ECaip€oiyog Oykoc?

2. AuokoAdtepn eTéuBaon?
3. EkTeTapévol XeIpiouoi?

4. Ayyelakn eKTOUR?

5. RO agaipeon?

6. MTtx voonpotng/BvntdTng?

7. 2UVOAIKN ékBaon?



Critical Review

Management of Borderline Resectable Pancreatic
Cancer

Different definitions of borderline resectable pancreatic cancer
MDACC AHPBA/SSO/SSAT

CA No contact No contact Pancreatic body/tail: solid tumor contact <180°
or >180° without involvement of aorta or
gastroduodenal artery

Vessel

CHA Short-segment Abutment or short Pancreatic head: solid tumor contact without
encasement/abutment  segment encasement extension to CA or hepatic artery bifurcation,
allowing for safe and complete resection and
reconstruction
SMA Tumor abutment <180° Tumor abutment <180° Pancreatic head: solid tumor contact <180°
SMV/PV Short-segment Abutment with or without impingement; or Solid tumor contact >180° or <180° with
occlusion amenable encasement but without encasement of nearby  contour irregularity or vein thrombosis but
to resection and arteries; or short-segment occlusion amenable ~ with suitable vessel proximally and distally to
reconstruction to resection and reconstruction site of involvement, allowing for safe and

complete resection and vein reconstruction®

Abbreviations: AHPBA/SSO/SSAT = Americas Hepato-Pancreato-Biliary Association/Society of Surgical Oncology/Society for Surgery of the
Alimentary Tract; CA = celiac axis; CHA = common hepatic artery; MDACC = MD Anderson Cancer Center; NCCN = National Comprehensive
Cancer Network; PV = portal vein; SMA = superior mesenteric artery; SMV = superior mesenteric vein.

* The most recent version of the NCCN resectability criteria also considers cases with solid tumor contact with the inferior vena cava as borderline
resectable.

IJROBP 2018




Definitions of BR-PDAC

Pancreatology 2018
Definition | International Consensus NCCN 20173 MDACC 2008*°
7
Anatomic
SMV/PV Tumor contact 2 180° or bilateral]  Tumor contact > 180° or < 180° Short segment occlusion suitable
narrowing/occlusion, not with contour irregularity or for reconstruction
exceeding inferior border of thrombosis—suitable vessel for
the duodenum reconstruction
SMA Tumor contact < 180° without Tumor contact < 180° Tumor contact < 180°
deformity/stenosis
CHA Tumor contact, without contact Tumor contact without extension Any degree of contact for a short
with PHA and/or CA to CA/hepatic artery bifurca- segment
tion allowing resection/-
reconstruction
CA Tumor contact <180° without Tumor contact <180° Tumor contact < 180°
deformity/stenosis (head/uncinate); tumor
contact 2180 without the
involvement of aorta and
uninvolved GDA (body/tail)
Biologic Clinical findings suspicious but None Indeterminate lesions on imaging

Conditional

not proven for distant
metastasis, including CA

19-9 > 500 U/ml or diagnosed
regional lymph nodes
metastasis

ECOGPS 22

None

in the liver or suspicious
distant lymph nodes; CA

19-9 21000 U/ml (with normal
bilirubin); biopsy-proven in-
volvement of regional lymph
nodes

Age 2 80 years old; severe
reversible pre-existing comor-
bidities or ECOG PS 22




[TAeovekTiuata NT otov BR-PDAC

* AVTIJETWTTION KN OPATWY PETAOTACEWV

« KaAutepn 0pdon OTo XEIPOUPYIKA TTapBEVO TTEDIO
* YTrooTtadiotroinon — TTaBoA/K uTTooTpo PN

« ATTOpAKPUVON ATTO JEYAAQ ayyEia

* 1 RO ekTOpHWV

« ACI0AOYNON €ualoONCiag BEPATTEUTIKWY OXNUATWY
« Amtopovwoaon acBevwyv (15-20%) pe PD

» <60% KAVOUV ETTIKOUPIKN BeparTreia

« Euvoikotepn uty mropeia, |POPF



Melovektiuata NT otov BR-PDAC

MiKpr) QTTEIKOVIOTIKI) AQVTATTOKPION
Mikpry utTtooTadIOTTOINON
Xpovikn kaBuoTtépnon — Npdodog TG vooou
AvAaykn AUNECNC AVTIMETWTTIONG O€ HOVADA TTAYKPEATOG
MakpoxpOvia avTIMETWTTION XOAIKNG aTTOPPALNG
ATTaiTnon 10ToAoYIKN ¢ eTIREPaiwonc®
*20-25% amairei >2-3 FNABs uté EUS
AuoXEPNG TTAYKPEATEKTOUI): QYYEIOKEC EKTOMEG, TXPOVOU, THETAYYIOEWV
2.uUvalonuaTikn empapuvon acbevoug



EmAoyn NT otov BR-PDAC

e 2UCTNMOTIK XNUEIOBE paTTEIQ
a. Gemcitabine + nab-paclitaxel
B. FOLFIRINOX

» AkTIVOBepaTreia
a. Hyper 5.5wks EBRT + Cap/Gem
B. Hypo 5days SBRT/IMRT

« ElcaywyIk XnueioBepaTreia + (XnNUEIO)aKTIVOBEPATTEIQ

Dhir M, et al. World J Surg Oncol 2017



Neoadjuvant Versus Adjuvant — Chemoradiation

-
-
XRT 45Gy in 25 and 9Gy in 5 fractions

N =110 BRPC Planned
N= 57 BRPC Enrolled

Gem 400mg/m2 Primary Endpoint = 2-Yr Survival
T ian R Rt
2 year survival - ITT 40% 26% p=0.004
Median OS (months) — ITT 21 12 HR 1.97;p=0.028
RO Resection Rate - [TT 51% 26% p=0.004
RO Resection Rate - Resected 82% 33% p=0.010
Positive Lymph Nodes 29% 83% p=0.004

Jang, J-Y et al, Annals of Swgery 2018

Jang JY, et al. Ann Surg 2018




Preoperative Radiochemotherapy Versus Immediate

Surgery For (Borderline) Resectable Pancreatic
Cancer: (PREOPANC)

R/BR PDAC
Gemcitabine GE
GEM -+ Surge GEM - 4 Cycles
XRT M i f

N = 244 Patients

Primary Endpoint: ITT Overall Survival l

I . .
w 36 Gy n 15 fractions + Gem 1000mg/m2

N=127 N=119

Resectlon Rate (% 72% 62% .065

RO Resection Rate PP (%) 31% 63% <.001
Serious Adverse Events(%) 39 46 <.28

Van Tienhoven G, et al. ASCO 2018

Van Tienhoven et al. JCO 2020



PREOPANC: OS

. !’reoperative Immediate Surgery
Median OS, Mos Radiochemotherapy (n = 127) HR P Value
(n=119) -
ITT* 17.1 13.7 0.74 .074
Subset with RO/R1 resection® 42.1 16.8 NR <.001

*Preliminary analysis; only 149/176 events.
"Preoperative radiochemotherapy, n = 72; immediate surgery, n = 91.

Overall Survival Analyses

Intention to Treat Post Resection
g 1'00 T = Explorative laparotomy N g ~ —  Explorative laparotomy
Z . == = Radiochemotherapy followed by explorative laparotomy L Radiochemot_herapy followed by explorative laparotomy
P-value stratified logrank test: 0.0742 (] P-value stratified logrank test: 3e—04
c 0.80+ h ;
.0 .-
- ey
S 0.60 - .
S - WA S S ,
- 0.401 - - ) PR
[ I (R . e o F R —— ]
:.% _____ ° ]
® 0.20- \\—‘1 s | - -
E - -
0 12 24 36 48 0 12 24 36 48
Median:13.7 vs 17.1 Mos. HR 0.74; Median Survival 16.8 vs 29.9 Months,

p=0.074 p=0.001




PREOPANC: Secondary Endpoints

Preoperative Immediat

Radiochemother P

Outcome e Surgery HR
apy (n = 127) Value
(n=119) B

Resection rate, n (%) 72 (60) 91 (72) - .065
RO resection rate, n/N (%) 45/72 (63) 2(2;/19)1 - <.001
Median DFS, mos 9.9 7.9 0.71 .023
Medlan distant metastases—free 18.4 10.6 0.71 013
interval, mos
Med!an locoregional recurrence- Not reached 11.8 0.55 002
free interval, mos
Serious AEs, n (%) 55 (46) 49 (39) - .28

[€
van Tienhoven G, et al. ASCO 2018. Abstract LBA4002. clinicaloptions.com



http://www.clinicaloptions.com/

2019

JAMA Oncology | Original Investigation

Total Neoadjuvant Therapy With FOLFIRINOX Followed
by Individualized Chemoradiotherapy for Borderline

Resectable Pancreatic Adenocarcinoma
A Phase 2 Clinical Trial

Janet E. Murphy, MD, MPH; Jennifer Y. Wo, MD; David P. Ryan, MD; Wenqing Jiang, MS; Beow Y. Yeap, ScD; Lorraine C. Drapek, NP, PhD;
Lawrence S. Blaszkowsky, MD; Eunice L. Kwak, MD, PhD; Jill N. Allen, MD; Jeffrey W. Clark, MD; Jason E. Faris, MD;

Andrew X. Zhu, MD, PhD; Lipika Goyal, MD, MPhil; Keith D. Lillemoe, MD; Thomas F. DeLaney, MD;

Carlos Fernandez-del Castillo, MD; Cristina R. Ferrone, MD; Theodore S. Hong, MD ™ *Co-senior authors

* 8 cycles of FOLFIRINOX + Individualized SBRT - Operation
* Single-arm Phase 2 trial of 48 patients
* Primary endpoint: RO Resection Rate

* MGH



Borderline Resectable (11-328)

n=48

(4) Progressed
=== 9 (5) Dropped

ﬂ 39 Out

== 7 (4)Metastasis
(3) IORT

L// I—l Resected (32/48) 67%
(1]

= ——

OR (39/48) 81%

Resected 32

|

RO 31/32 (97%) L

rogression or Mets at Exploration 17%

DFS: 48.6 mo




Alliance A021101: Study Design

* Multicenter pilot study®

Pts with
borderline
resectable .
. No evidence of
pancreatic disease
cancer by progression
Intergroup
definition
(N =22)
° Primary endpoints _
. ACC rual Enre e TVI 2 180° and/or -
reconstructable occlusion
* Rate of preoperative treatment-related
toxicity or delay Superior mesenteric artery TVI < 180°
* Rate of completion of all planned SR Reconstructable short-
preoperative and operative therapy segment TVI of any degree
Celiac trunk TVI < 180°

1. Katz MHG, et al. ASCO 2015. Abstract 4008. 2. Katz MHG, et al. Ann Surg Onc. 2013;20:2197-2203.




Alliance A0O21101: Surgery,
Pathology, and AEs

* Among 15 pts undergoing surgery

80% (n = 12) with portal vein resection

27% (n = 4) with hepatic artery
resection

RO resection in 93%
0S 21.7 mo

NO status in 67% of pathologic
specimens

< 5% residual tumor cellsin 47%
Complete pathologic response in 13%

1 death occurred within 90 days of
surgery

Surgery Grade 2 3 AEs, %

Anemia

Infection with unknown ANC

Infection with normal or
grade 1/2 ANC

Surgical or postoperative
hemorrhage

Anorexia

Pts
(N =15)

38

23

15

15

15

Katz MHG, et al. ASCO 2015. Abstract 4008.




Article

Neoadjuvant Therapy for Resectable and Borderline
Resectable Pancreatic Cancer: A Meta-Analysis of
Randomized Controlled Trials

Jordan M. Cloyd *, Victor Heh 1, Timothy M. Pawlik !, Aslam Ejaz ', Mary Dillhoff ?,
Allan Tsung !, Terence Williams 2, Laith Abushahin 3, John E. P. Bridges * and Heena Santry

e — e
Author Institution Origin Setting PR/BR Definition Sample Size Neﬁa:;l::;;nt Regimen Adjuvant Therapy
Golcher Multi- Germany PR <180 perlpalicreatlc 66 CRT Gemcitabine/Cisplatin; Gemcitabine
vessels 56Gy
. . <180 SMV/PV; No N -
Casadei Single- Italy PR contact to CA/HA/SMA 38 CRT Gemcitabine; 54Gy Gemcitabine
Jang Multi- Korea BR 2012 NCCN criteria 50 CRT Gemcitabine; 54Gy CRT, Gemcitabine
Reni Multi- Ttal PR No invasion of 88 Chemo O mitivine, oemiabine,
y SMA/SMV/PV/CA/HA C o Capecitabine or
apecitabine o1
Gemcitabine
PR: <90 SMV/FPV; no
CA/HA/SMA contact
Versteijne Multi- Netherlands PR/BR BR: <90 CA/HA/SMA,; 246 CRT Gemcitabine; 36Gy Gemcitabine
90-270 PV/SMV
without occlusion
Unno Multi- Japan PR No CA/HA/SMA 362 Chemo Gemcitabine, 5-1 51
abutment

J Clin Medicine 2020




Overall Survival

Author(s) and Year azard Ratio [95% Cl]

Golcher et al, 2015 0.99 [0.59, 1.65) 6 RCTs
i 1m0 342 850 pts R/BR-PDAC

——
-
Jang et al, 2018 . 0.51[0.28, 0.93]
.
—.—
—-—

Reni et al, 2018 0.54 [0.31, 0.94]

Versteijne et al, 2020 0.78 [0.58, 1.05)
. 0721055, 004 411 (48.3%) NAT

- contasener TS et 439 pts (51.7%) SF

RE Model(Q =4.12, df = 5, p = 0.53; ¥ = 0.0%) - 0.73[0.61, 0.86)
[ I | | |

0.1 025 1 4 10
Hazard Ratio .
RO Resection
Author(s) and Year Risk Ratio [95% Cl]
Golcher et al, 2015 .—-— 0.91[0.45, 1.84]
Casadei et al, 2015 = 1.56 [0.60, 4.04]
Jang et al, 2018 --—u—- 1.99[0.91, 4.33]
Overall Resection Reni et al, 2018 - 1.86 [1.10, 3.15]
_ _ Versteijne et al, 2020 —— 1.47 [1.05, 2.07)
Author(s) and Year Risk Ratio [95% C <=-SF is bett : NT is better—->
Golcher etal, 2015 : 083[057.1.20  RE Model(Q = 3.08, df =4, p = 0.54; I = 0.0%) | 1.51[1.18, 1.93)
Casadei et al, 2015 -— 0.81[0.52,1.2 :
Jang et al, 2018 —_——— 0.80[0.56, 1.1 | 1 1 I | |
Reni et al, 2018 —— 0.96[0.81, 1.1 0.37 0.61 1 165 272 448
Versteijne et al. 2020 -—-—u 0.84[0.70. 1.0
Unno et al, 2019 ——— 1.07[0.94, 1.20]
<—-SFisbetter NT is better——>
RE Model(Q=7.21, df = 5, p = 0.21; P = 30.0%) —ami- 0.93[0.62, 1.04]
N S S . m—
045 055 067 0.82 1 1.22 149
Risk Ratio

J Clin Medicine 2020
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Meta-analysis comparing upfront surgery with neoadjuvant
treatment in patients with resectable or borderline resectable

pancreatic cancer

E. Versteijne! @, J. A. Vogel?, M. G. Besselink?, O. R. C. Busch?, J. W. Wilmink?®, J. G. Daams®*,
C. H. J. van Eijck®, B. Groot Koerkamp®©, C. R. N. Rasch! and G. van Tienhoven!, on behalf of the
Dutch Pancreatic Cancer Group

o 38 studies were included with 3484 patients, of whom 1738 (49.9%) had neoadjuvant

treatment

e The weighted median overall survival by intention to treat was 18.8 months for
neoadjuvant treatment and 14.8 months for upfront surgery. The difference was larger
among patients whose tumours were resected (26.1 versus 15 months respectively).

e The overall resection rate was lower with neoadjuvant treatment than with upfront
surgery (66% versus 81.3% P < 0-001), but the RO rate was higher (86.8% versus
66.9 P < 0-001).

e The pathological lymph node rate was 43.8% after neoadjuvant therapy and 64.8% in
the upfront surgery group (P < 0-001).

e loxicity of at least grade Ill was reported in up to 64 per cent of the patients.

J Clin Oncol 2020



Gemcitabine-Based Neoadjuvant
Treatment in Borderline Resectable
Pancreatic Ductal Adenocarcinoma:
A Meta-Analysis of Individual Patient
Data

Francesco Giovinazzo ™, Flammetta Soggiu?, Jin-Young Jang?, Eva Versteijne*,
Geertjan van Tienhoven*, Casper H. van Eijck®, Youngmin Han®, Seong Ho Choi®,
Chang Moo Kang’, Mark Zalupski®, Hasham Ahmad®, Sarah Yentz®, Scott Helton°,
J. Bart Rose ", Chie Takishita '?, Yuichi Nagakawa > and Mohammad Abu Hilal '3

Frontiers in Oncology 2021

A Weight Weight Hazard Ratio Hazard Ratio
Study TE  SE (fixed) (random) IV, Fixed + Random, 95% Cl IV, Fixed + Random, 95% CI
Kim et al 2013 117 03558 196%  19.7% 323[1.61; 6.48) | —
Rose JB et al 2014 033 02500 397%  228% 0.72[0.44; 1.17) ——T
Leeetal 2015 03503814 17.1%  19.0% 1.42[0.67; 3.00) —_—T
Nagakawa Y etal. 2017 105 04680 113%  166% 286(1.14;, 7.15) S
Jang etal. 2018 024 04940 102%  159% 1.28[0.48; 3.36) -
Versteijne et al. 2020 121 11014 20% 6.1% 3.36[0.39;29.13) T
Total (fixed effect, 95% Cl) 100.0% - 1.38[1.02; 1.89] e
Total (random effects, 95% Cl) - 100.0% 1.66 [0.91; 3.04] | ————
Heterogeneity: Tau® = 0.3534; Chi = 15,68, df = 5 (P < 0.01); F = 68% T

0405 1 2! 3

IV, Fixed + Random, 95% CI IV, Fixed + Random, 95% CI
0.65[0.50; 0.78] —
0.48 [0.36; 0.61] ——
0.69(0.50, 0.84] —
0.76 (0.55; 0.91] -
0.63(0.42;0381] —_—
0.47[0.33,0.62] —I—**
0.58 [0.52; 0.64] ——
0.60 [0.50; 0.69]
T T 1T 1T 17 1T

03 04 0506 07 08 09 1

dom) IV, Fixed + Rand

B
Weight Weight
Study Events Total (fixed) (random)
Kimetal. 2013 32 49 193% 186%
Rose JB etal 2014 31 64 278% 213%
Leeetal 2015 22 32 120% 14.8%
Nagakawa Y et al. 2017 19 25 79% 11.6%
Jang etal. 2018 17 27 109% 14.1%
Versteijne et al. 2020 24 51 221% 19.6%
Total (fixed effect, 95% Cl) 248 100.0% -
Total (random effects, 95% Cl) - _100.0%
Heterogeneity. Tau™ = 0.1255; Chi" = 10.81,df = 5 (P = 0.06), I' = 54%
c
Weight Weight
Study Events Total (fixed) (r
Kimetal 2013 26 32 31.7% 31.7%
Rose JB et al 2014 27 31 227% 227%
Leeetal 2015 21 22 62% 6.2%
Nagakawa Y etal 2017 18 19 62% 6.2%
Jang etal 2018 14 17 16.1% 16.1%
Versteijne et al. 2020 21 24 171% 17.1%
Total (fixed effect, 95% Cl) 145 100.0% -
Total (random effects, 95% Cl) - 100.0%

Heterogeneity: Tau® = 0, Chi* = 3.38, df = 5 (P = 0.64); I = 0%

95% CI IV, Fixed + Random, 95% CI
— .

0.81(0.64;093)

0.87[0.70; 0.96] —_—
0.95[0.77: 1.00) _——
0.95(0.74; 1.00] —_——
0.82[0.57;0.96) .
0.88(0.68:0.97) S om
0.86 [0.79; 0.91] e

0.86 [0.79; 0.91] : : e :

FIGURE 3 | Forest plots showing HR of survival (A), rates of Resection Rate (B) and RO (C).
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Neoadjuvant therapy or upfront surgery for
resectable and borderline resectable pancreatic cancer
A meta-analysis of randomised controlled trials

(A)

Hazard Ratio Hazard Ratio
Study or Subgroup Weight IV, Random, 95% CI IV, Random, 95% CI
Resectable pancreatic cancer
Casadei 2015 1.1% 0.96 [0.10, 9.25] ¢
Reni 2018 13.6% 0.58 [0.36, 0.94]
Versteijne (resectable) 2020  16.2% 0.96 [0.64, 1.44] —
Subtotal (95% Cl) 31.0% 0.77 [0.53, 1.12] i
Heterogeneity: Tau? = 0.02; Chi* = 2.49, df = 2 (P = 0.29); I* = 20%
Test for overall effect: Z = 1.35 (P = 0.18)
Borderline resectable pancreatic cancer
Golcher 2015 13.0% 0.99 [0.60, 1.64] - 1T
Jang 2018 10.5% 0.51[0.28, 0.93] —_—
Unno 2019 21.7% 0.72 [0.55, 0.94] .
Versteijne (borderline) 2020  15.5% 0.62 [0.40, 0.95] —_—
Ghaneh 2020 8.4% 0.27 [0.13, 0.55) =
Subtotal (95% Cl) 69.0% 0.61 [0.44, 0.85] i
Heterogeneity: Tau® = 0.08; Chi* = 9.73, df = 4 (P = 0.05); I* = 59%
Test for overall effect: Z = 2.91 (P = 0.004)
Total (95% CI) 100.0% 0.66 [0.52, 0.85] E
Heterogeneity: Tau? = 0.05; Chi? = 13.08, df = 7 (P = 0.07); I* = 46% 50‘2 ofs 3 3
Test for overall effect: Z = 3.30 (P = 0.0010) NT better US better

(B)

Hazard Ratio Hazard Ratio
Study or Subgroup Weight IV, Random, 95% CI IV, R: , 95% CI
—Chemotherany
Reni 2018 34.5% 0.58 [0.36, 0.94] — &
Unno 2019 46.2% 0.72 [0.55, 0.94] =
Ghaneh (chemotherapy) 2020 19.3% 0.25[0.11, 0.59] e ———
Subtotal (95% CI) 100.0% 0.54 [0.34, 0.87] i
Heterogeneity: Tau? = 0.11; Chi? = 5.51, df = 2 (P = 0.06); I = 64%
Test for overall effect: Z = 2.53 (P = 0.01)
Chemoradiotherapy
T T —— 22.1% 0.99 [0.60, 1.64] —
Casadei 2015 1.2% 0.96 [0.10, 9.25] ¢
Jang 2018 16.1% 0.51[0.28, 0.93] ——
Versteijne 2020 54.4% 0.78 [0.58, 1.05] —
Ghaneh (CRT) 2020 6.2% 0.41[0.15, 1.10] —
Subtotal (95% CI) 100.0% 0.74 [0.58, 0.95] -~
Heterogeneity: Tau? = 0.01; Chi* = 4.29,df =4 (P =0.37); P=7%
Test for overall effect: Z = 2.37 (P = 0.02)
0.2 05 1

2
NT better US better

GRADE summary of findings.

Outcomes

Anticipated absolute effects (95% CI)*

Upfront surgery

Neoadjuvant therapy

Relative effect
(95% CI)

No. of participants
(studies)

Certainty of

evidence (GRADE)

Median overall survival

Resection
RO resection
I

NO resection

Major surg}'ca,l

complications

19 months®
80 per 100
29 per 100
17 per 100

31 per 100

29 months (22—37)
75 per 100 (71—80)
42 per 100 (33—52)
36 per 100 (28—46)

19 per 100 (11—33)

HR 0.66 (0.52—0.85)
RR 0.94 (0.89—1.01)
RR 1.47 (1.17—1.84)
RR 2.15 (1.69—272)

RR 0.60 (0.34—1.05)

938 (7 RCTs)
938 (7 RCTs)
576 (6 RCTs)
938 (7 RCTs)

153 (3 RCTs)

OODD
HIGH
ee®0°
MODERATE
o0
MODERATE
o0
MODERATE
Y- JoJo RN
LOW

Eur J Cancer 2022




ESPAC - 5F

{ Eligible patients J (PR/BR)

Randomisation

( )\
{ Surgery } { Gem Cap } Chemo-DXT { Folfirinox }
& J

| ' . N\ /7

still borderline

e . ~
NO } { YES } Restaging at 6 weeks

{ SURGERY J—

{Adjuvant 5-FU/Folinic acid or Gemcitabine }

PALLIATIVETX J

Primary end point recruitment and
resection rate (RO & R1)

J Clin Oncol. 2020,;38:4505-4505. ASCO 2020



Secondary outcomes - overall survival (l)

100
— i b
~ 80 —\1_‘_‘_‘_‘1_L 12-months survival estimate
s (95% Cl)
S w0 Immediate 42%
2 Surgery (27% ,64% )
S
L Neoadjuvant 77%
® therapy (66% ,89% )
o
>
O 2
—— |Immediate Surgery HR = 0.28 [95%Cl, 0.14 - 0.57]
—— Neoadjuvant therapies x% (1) =13.77, P<0.001
0
0 2 4 6 8 10 12
. Time (Months)
Numbers at risk
Immediate Surgery 32 31 25 21 18 16 7
Neoadjuvant therapies 56 53 52 48 44 42 29

wesenreo . 2020ASCO

ANNUAL MEETING

Slide € author, PRESENTED BY:
euse.

J Clin Oncol. 2020;38:4505-4505.



Secondary outcomes - overall survival (Il)

100
1 :
' | |
< % L—_|—‘ L 12-months survival estimate
S 95% Cl
= i (95% CI)
E 60 Immediate 42%
= Surgery (27% ,64% )
2 40 GEMCAP 79%
g = Immediate Surgery HRgemcar = 0.32 [95%Cl, 0.12 - 0.85] (62% ,100% )
6 - —— GEMCAP HRco.rirmnvox = 0-16 [95%Cl, 0.05 — 0.56] FOLFIRINOX 84%
~ FOLFIRINOX HR¢gr = 0.41 [95%Cl, 0.15 — 1.10] (70% , 100% )
= CRT = i ’
X* (3) = 14.76, P=0.002 - 64%
o1, : ; ; . ; ; (43%,95% )
0 2 4 6 8 10 12
_ Time (Months)
Numbers at risk
Immediate Surgery 32 31 25 21 18 16 7
GEMCAP 20 20 19 18 17 16 7
FOLFIRINOX 20 19 19 17 16 16 14
CRT 16 14 14 13 11 10 8

wesenreo . 2020ASCO

the authon PRESENTED BY:
ANNUAL MEETING euse.

J Clin Oncol. 2020;38:4505-4505.



STUDY PROTOCOL Open Access

Total neoadjuvant FOLFIRINOX versus ")
neoadjuvant gemcitabine-based
chemoradiotherapy and adjuvant

gemcitabine for resectable and borderline
resectable pancreatic cancer (PREOPANC-2

trial): study protocol for a nationwide

multicenter randomized controlled trial

Q. P. Janssen', J. L. van Dam', B. A. Bonsing?, H. Bos®, K. P. Bosscha®, P. P. L. O. Coene®, C. H. J. van Eijck’,

. H. J. T. de Hingh®, T. M. Karsten’, M. B. van der Kolk®, G. A. Patijn®, M. S. L. Liem'®, H. C. van Santvoort'’,

0. J. L. Loosveld', J. de Vos-Geelen'?, B. M. Zonderhuis', M. Y. V. Homs'™", G. van Tienhoven'®’, M. G. Besselink'’",
J. W. Wilmink'®", B. Groot Koerkamp'™ and for the Dutch Pancreatic Cancer Group

Arm A: Total neoadjuvant FOLFIRINOX
| 1 |
>
1 1 1

FOLFIRINOX 4x FOLFIRINOX 4x -

; ; ; I I >

Gem’ - Gem’ - Gemcitabine 4x

Arm B: Neoadjuvant gemcitabine chemoradiotherapy and adjuvant gemcitabine




% Survival

100+

80+

40+

204

Impact of Hypofractionated and Standard Fractionated
Chemoradiation Prior to Pancreatoduodenectomy for Pancreatic
Ductal Adenocarcinoma

Jordan M Cloyd, MD', Christopher H Crane, MD2, Eugene J Koay, MD, PhD?, Prajnan Das,
MD, MS, MPH?2, Sunil Krishnan, MD2, Laura Prakash, MD', Rebecca A Snyder, MD, MPH',
Gauri R Varadhachary, MD3, Robert A Wolff, MD3, Milind Javle, MD3, Rachna T Shroff, MD3,
David Fogelman, MD3, Michael Overman, MD3, Huamin Wang, MD, PhD*, Anirban Maitra,
MD*, Jeffrey E Lee, MD', Jason B Fleming, MD', and Matthew HG Katz, MD'
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Effect of Chemoradiotherapy vs Chemotherapy on Survival
in Patients With Locally Advanced Pancreatic Cancer Controlled
After 4 Months of Gemcitabine With or Without Erlotinib

The LAPO7 Randomized Clinical Trial

269 Randomized

136 Randomized to receive
chemotherapy
136 Received chemotherapy
as randomized

133 Randomized to receive
chemoradiotherapy
133 Received chemoradiotherapy
as randomized
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Alliance A021501: Neoadjuvant mFOLFIRINOX
With or Without RT in Borderline Resectable
Pancreatic Cancer

* Multicenter, randomized phase Il trial

Restage Restage Restage
Adult patients with
borderline resectable
pancreatic
adenocarcinoma;

mMFOLFIRINOX mFOLFIRINOX Sureer FOLFIOX

4 cycles 4 cycles gery 4 cycles

ECOG PS 0/1 mMFOLFIRINOX mFOLFIRINOX Surger FOLFOX
(N =126) 4 cycles 3 cycles + RT gery 4 cycles

= Primary endpoint: binary 18-month OS rate

= Key secondary endpoints: EFS, safety, RO resection rate, pCR rate

Katz. ASCO Gl 2021. Abstr 377.

Slide credit: clinicaloptions.com
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Alliance A021501: OS and EFS

Outcome

RO
= Events
= Median OS, mos
= 18-mo OS rate, %
EFS
= Events

= Median EFS, mos
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35
29.8
66.4
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47.3
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10.2

Katz. ASCO Gl 2021. Abstr 377.
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The Sequential Radiographic Effects of Preoperative
Chemotherapy and (Chemo)Radiation on Tumor Anatomy
in Patients with Localized Pancreatic Cancer

Giampaolo Perri, MD', Laura Prakash, MD', Giuseppe Malleo, MD?, Andrea Caravati, MD?,
Gauri R. Varadhachary, MD>, David Fogelman, MD>, Shubham Pant, MD>, Eugene J. Koay, MD*,
Joseph Herman, MD?, Laura Maggino, MD?, Michele Milella, MD*, Michael Kim, MD',

Naruhiko Ikoma, MD', Ching-Wei Tzeng, MD', Roberto Salvia, MD?, Jeffrey E. Lee, MD',
Claudio Bassi, MD?, and Matthew H. G. Katz, MD'

Ann Surg Oncol 2020
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Radiological and Surgical Implications of Neoadjuvant
Treatment With FOLFIRINOX for Locally Advanced and
Borderline Resectable Pancreatic Cancer

Pre-FOLFIRINOX Post-FOLFIRINOX

Treatment (n = 40) Treatment (n = 40)
CA 19.9, median (range)! 169 (1-4754) 0.17 (0.01-9.81)
CA 19.9 > 40 U! 26 (70.3%) 11 (28.9%)
Tumor diameter at CT, median 3.6 (0-6.0) 2.1(0-5.4)

(range), cm
Gastrointestinal consensus group

LAPC = 25 (62.5%)
Borderline = 15 (37.5%)

Complete = 6 (15%)
Partial = 30 (75%)
Stable = 4 (10%)
Progression = 0

Blinded review by senior Resectable—0 Resectable—12 (30%)
pancreatic surgeon (A.L.W.)
Borderline—14 (35%) Borderline—9 (22%)
LA—26 (65%) LA—19 (48%)
No Neoadjuvant FOLFIRINOX
(N=87) (N =40) P
Stage <0.001
[ 4 (5%) 10 (25%) 0.006
Ila 15 (17%) 16 (40%)
[Tb 68 (78%) 14 (35%)
Median size of tumor on pathology (cm) 3 2 (1.5-10.7) 2.5(0.1-5.5)
N+ 69 (79%) 14 (35%) <0.001
RO 75 (86%) 35 (92%) 0.550
Lymphatic invasion 61 (70%) 14 (35%) <0.001
Perineural invasion 83 (95.4%) 29 (72.5%) <0.001

Resectability:

100%

RO: 92%

Ferrone et al. Ann Surg 2015



Response of Borderline Resectable Pancreatic Cancer to
Neoadjuvant Therapy Is Not Reflected by
Radiographic Indicators

Matthew H. G. Katz, MD'; Jason B. Fleming, MD'; Priva Bhosale, MD?; Gauri Varadhachary, MD?; Jeffrey E. Lee, MD'
Robert Wolff, MD®*; Huamin Wang, MD* James Abbruzzese, MD®: Peter W. T. Pisters, MD"; Jean-Nicolas Vauthey, MD'";
Chusilp Charnsangavej, MD?; Eric Tamm, MD?; Christopher H. Crane, MD?; and Aparna Balachandran, MD?

BORDERLINE RESECTABLE PDAC
(N =129)

(n=122)
1

AHPBA/SSO/SSAT BLR

AHPBA/SSO/SSAT LA

(n=7)
1

MDACC PR
(n=52)

MDACC BLR
(n=77)

122 pts BR-PDAC

ST
PR
PD

69%
12%
19%
0.8%

Resected: 66%

RO:

95%

Cancer 2012



Factors Predicting Response, Perioperative Outcomes, and
Survival Following Total Neoadjuvant Therapy for
Borderline/Locally Advanced Pancreatic Cancer

Mark J. Truty, MD, MSc, FACS,* Michael L. Kendrick, MD,* David. M. Nagorney, MD,* Rory L. Smoot, MD,*
Sean P. Cleary, MD,* Rondell P. Graham, MD,t Ajit H. Goenka, MD, Y Christopher L. Hallemeier, MD, §
Michel G. Haddock, MD,§ William S. Harmsen, MS, || Amit Mahipal, MBBS,{ Robert R. McWilliams, MD, }
Thorvardur R. Halfdanarson, MD,} and Axel F. Grothey, MD}
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Impact of neoadjuvant therapy on post-operative pancreatic fistula:
a systematic review and meta-analysis

Sivesh K. Kamarajah,*t James R. Bundred, Charles Boyle,* June Qo ‘“,§ Sanjay Pandanaboyana* and

Benjamin Lovedays(|| ANZ Ann Surg 2020

Overall POPF
Any neoadjuvant 14 0.5690 [0.4581; 0.7067] -5.15 <0.001 =]
Chemo/CRT 4 0.4800 [0.3599; 0.6403] -4.99 <0.001 0
CRT 7 0.5897 [0.4684; 0.7425] —4.49 <0.001 0
Chemotherapy 1 — — — —_
Grade B/C POPF
Any neoadjuvant 8 0.5516 [0.4268; 0.7130] —-4.54 <0.001 25
Chemo/CRT 6 0.4476 [0.3764; 0.5322)] -9.10 <0.001 1
CRT 1 — — — —
Chemotherapy 0] — — — —
~DversTBCE—
Any neoadjuvant 1 0.9604 [0.6974; 1.3226] -0.25 0.8 42
. Chemo/CRT 4 1.0726 [0.5816; 1.9781] 0.22 08 56
CRT 6 1.1543 [0.6154; 2.1651] 0.45 0.7 42
19 studies : - a > 2
Grade B/C DGE
Any neoadjuvant 1 — — — —
19416 pts PD ! - - - -
CRT o] — — — —
. Chemotherapy 4] — — — —
Overall PPH
5 Stu d I eS Any neoadjuvant 9 0.7270 [0.3867; 1.3670] -0.99 0.3 23
Chemo/CRT 3 0.7761 [0.3216; 1.8728] -0.56 0.6 20
CRT 4 0.4129 [0.1619; 1.0534] -1.85 0.064 0
4 7 7 ptS D P Chemotherapy 0 — — — —
Grade B/C PPH
Any neoadjuvant 1 — — — —
Chemo/CRT 1 —_ —_ — —_
CRT o] —
co L o
Overall complications
Any neoadjuvant 16 1.1006 [0.8037; 1.5071] 0.60 0.6 80
Chemo/CRT 7 0.8686 [0.6377; 1.1831] -0.89 0.4 63
CRT 7 1.2162 [0.5261; 2.8117] 0.46 0.6 83
Chemotherapy 0 — — — —
Any neoadjuvant 6 0.8299 [0.7860; 1.1002] -0.85 0.4 0
Chemo/CRT 4 0.9700 [0.6917; 1.3602] -0.18 0.9 0
CRT 1 - - - -
Chemotherapy 0 = = = =
- - - - ) ;
Association Between Pancreatic Fistula [ et v
_ 10 _ 104
] = g g
= Log-rank P =.66 = Log-rank P =.002
and Long-term Survival in the Era
c c
of Neoadjuvant Chemotherapy
2 2 No CR-POPF
S 0.4 o 04
> P 4
Thomas Hank, MD; Marta Sandini, MD; Cristina R. Ferrone, MD; Clifton Rodrigues, MD; Maximilian Weniger, MD; ;*E. 02l No CR-POPF = £ .,
Motaz Qadan, MD; Andrew L. Warshaw, MD; Keith D. Lillemoe, MD; Carlos Ferndndez-del Castillo, MD 3 2
a o
un 6 12 18 24 30 36 42 48 54 60 66 00 6 12 18 24 30 36 42 48 54 60 66
Time, mo Time, mo
No. at risk No. at risk
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Evaluation of Adjuvant Chemotherapy in Patients With Resected
Pancreatic Cancer After Neoadjuvant FOLFIRINOX Treatment

Stijn van Roessel, MD, MSc; Eran van Veldhuisen, BSc; Sjors Klompmaker, MD, MSc, PhD; Quisette P. Janssen, MD, MSc;

Mohammed Abu Hilal, MD, PhD; Adnan Alseidi, MD, EdM; Alberto Balduzzi, MD; Gianpaolo Balzano, MD; Claudio Bassi, MD;
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Evaluation of Adjuvant Chemotherapy in Patients With Resected
Pancreatic Cancer After Neoadjuvant FOLFIRINOX Treatment
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