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Epidemiology

Estimated New Cases

Males Females

Y Pa ncreatic Ca ncer- a bout 3% Of Prostate 268,490 27% Breast 287,850 31%
‘ Lung & bronchus 117,910 12% Lung & bronchus 118,830 13%
a | I cancers in t h e U S’ an d Colon & rectum 80,690 8% Colon & rectum 70,340 8%
Urinary bladder 61,700 6% Uterine corpus 65,950 7%

0,
a bO U t 8 A) Of a I I Ca n Ce r d eat h S Melanoma of the skin 57,180 6% Melanoma of the skin 42,600 5%

Kidney & renal pelvis 50,290 5% Non-Hodgkin lymphoma 36,350 4%
. Non-Hodgkin lymphoma 44,120 4% Thyroid 31,940 3%
[ ]
EStI m ated 62' 2 10 new Oral cavity & pharynx 38,700 4% |Pancreas 29,240 3%|

Kidney & renal pelvis 28,710 3%
Leukemia 24,840 3%
All Sites 934,870 100%

diagnoses in 2022 - 32,970 Leukemia 35810 4%

| Pancreas 32,970 3%

men and 29,240 women AllSites 983,160  100%

Estimated Deaths

e 49,830 deaths (25,970 MEN === srmomnrmes e o s o st e i i = e i s 3 i = i i i

Males Females

a n d 2 3, 860 WO m e n Lung & bronchus 68,820 21% Lung & bronchus 61,360 21%
Prostate 34,500 11% Breast 43,250 15%

° F I I t b . d Colon & rectum 28,400 9% Colon & rectum 24,180 8%
ora S ages combpine ) I Pancreas 25,970 8%| IPancreas 23,860 8%|

1 Liver & intrahepatic bile duct 20,420 6% Ova 12,810 4%

pancreatic cancer has the DS e ‘ vy ‘

Leukemia 14,020 4% Uterine corpus 12,550 4%

lowest 5-yearre lative survival Esophagus 13,250 4% Liver & intrahepatic bie duct 10,100 %
Urinary bladder 12,120 4% Leukemia 9,980 3%

rate - 11% Non-Hodgkin lymphoma 11,700 4% Non-Hodgkin lymphoma 8,550 3%
Brain & other nervous system 10,710 3% Brain & other nervous system 1,510 3%

All Sites 322,090 100% All Sites 287,270 100%
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PRODIGE 24-ACCORD

The NEW ENGLAND
JOURNAL o MEDICINE

ESTABLISHED IN 1813 DECEMBER 20, 2018 VOL. 379 NO. 3§

FOLFIRINOX or Gemcitabine as Adjuvant Therapy
for Pancreatic Cancer

T. Conroy, P. Hammel, M. Hebbar, M. Ben Abdelghani, A.C. Wei, ].-L. Raoul, L. Choné, E. Francois, P. Artru,
J.J. Biagi, T. Lecomte, E. Assenat, R. Faroux, M. Ychou, ). Volet, A. Sauvanet, G. Breysacher, F. Di Fiore,
C. Cripps, P. Kavan, P. Texereau, K. Bouhier-Leporrier, F. Khemissa-Akouz, |.-L. Legoux, B. Juzyna,

S. Gourgou, CJ. O'Callaghan, C. Jouffroy-Zeller, P. Rat, D. Malka, F. Castan, and ).-B. Bachet,
for the Canadian Cancer Trials Group and the Unicancer-GI-PRODIGE Group*

* Multicenter, randomized, open-label, phase 3 trial conducted at 77
hospitals in France and Canada

e 493 patients with resected PDAC randomized to mFOLFIRINOX or
weekly gemcitabine for 24 weeks

* Primary end point — DFS
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PRODIGE 24-ACCORD

Table 1. Demographic and Clinical Characteristics of the Patients at Baseline (Intention-to-Treat Population).*

Characteristic
Age
Median (range) — yr
=270 yr — no. (%)
Male sex — no. (%)

WHO performance-status score — no./total no. (%)

0
1

Status of surgical margins — no. (%)%

RO
R1

Tumor histologic findings — no. jtotal no. (%)

Ductal adenocarcinoma

Nonductal carcinoma
Tumor stage — no. (%)§

|

1A

1B

1

v

Lymphovascular invasion — no. ftotal no. (%)

Perineural invasion — no. (%)

Surgery

Venous resection — no./total no. (%)
Portal-vein resection — no. (%)
Superior-mesenteric-vein resection — no. (%)

Arterial resection — no./total no. (%)

Modified FOLFIRINOX

(N=247)

63 (30-79)
47 (19.0)
142 (57.5)

122/245 (49.8)
123245 (50.2)

148 (59.9)
99 (40.1)

244/247 (98.8)
3247 (1.2)

12 (4.9)
43 (17.4)
183 (74.1)
1(0.4)
2(3.2)
154/209 (73.7)
205/221 (92.8)

53/245 (21.6)
32 (13.0)
19 (7.7)

8247 (3.2)

Gemcitabine
(N=246)

64 (30-81)
54 (22.0)
135 (54.9)

127/242 (52.5)
115/242 (47.5)

134 (54.5)
112 (45.5)

242245 (98.8)
31245 (1.2)

14 (5.7)
47 (19.1)
179 (72.8)
1(0.4)
5 (2.0)
135/214 (63.1)
207/231 (89.6)

69/245 (28.2)
42 (17.1)
25 (10.2)

7/245 (2.9)

A Disease-free Survival

Patients without Event (%)

No. at Risk
Modified FOLFIRINOX
Gemcitabine

100+ Stratified hazard ratio for cancer-related event,
second cancer, or death, 0.58 (95% Cl, 0.46-0.73)
P<0.001
75+ No. of events, 314
504
Modified FOLFIRINOX
25 Gemcitabine
0 T T T T T T T T T T
0 6 12 18 24 30 36 42 48 54 60
Months
247 210 156 118 80 60 46 29 21 11 2
246 205 127 85 59 34 24 15 10 7 3

B Overall Survival

Patients Who Were Alive (%)

No. at Risk
Modified FOLFIRINOX
Gemcitabine

Modified FOLFIRINOX

504
Gemcitabine
259 Stratified hazard ratio for death, 0.64 (95% Cl, 0.48-0.86)
P=0.003
No. of deaths, 192
c T T T T T T T T T T
0 6 12 18 24 30 36 42 43 54 60
Months
247 223 210 165 119 91 68 46 32 16 4
246 233 215 171 120 81 55 33 18 9 4
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PRODIGE 24-ACCORD

Table 1. Demographic and Clinical Characteristics of the Patients at Baseline (Intention-to-Treat Population).*

Characteristic
Age
Median (range) — yr
=270 yr — no. (%)
Male sex — no. (%)

WHO performance-status score — no./total no. (%)

Modified FOLFIRINOX

(N=247)

63 (30-79)
47 (19.0)
142 (57.5)

Gemcitabine
(N=246)

64 (30-81)
54 (22.0)
135 (54.9)

0 122/245 (49.8) 127/242 (52.5)

1 123/245 (50.2) 115/242 (47.5)
Status of surgical margins — no. (%)%

RO 148 (59.9) 134 (54.5)

R1 99 (40.1) 112 (45.5)
Tumor histologic findings — no. jtotal no. (%)

Ductal adenocarcinoma 244/247 (98.8) 242245 (98.8)

Nonductal carcinoma 3/247 (1.2) 3/245 (1.2)
Tumor stage — no. (%)§

I 12 (4.9) 14 (5.7)

1A 43 (17.4) 47 (19.1)

11B 183 (74.1) 179 (72.8)

n 1(0.4) 1(0.4)

v 8(3.2) 5(2.0)

Lymphovascular invasion — no. ftotal no. (%)

Perineural invasion — no. (%)

Surgery

Venous resection — no./total no. (%)
Portal-vein resection — no. (%)
Superior-mesenteric-vein resection — no. (%)

Arterial resection — no./total no. (%)

154/209 (73.7)
205/221 (92.8)

53/245 (21.6)
32 (13.0)
19 (7.7)

8247 (3.2)

135/214 (63.1)
207/231 (89.6)

69/245 (28.2)
42 (17.1)
25 (10.2)

7/245 (2.9)

A Disease-free Survival

Patients without Event (%)

No. at Risk
Modified FOLFIRINOX
Gemcitabine

100+ Stratified hazard ratio for cancer-related event,
second cancer, or death, 0.58 (95% Cl, 0.46-0.73)
P<0.001
75+ No. of events, 314
504
Modified FOLFIRINOX
25 Gemcitabine
0 T T T T T T T T T T
0 6 12 18 24 30 36 42 48 54 60
Months
247 210 156 118 80 60 46 29 21 11 2
246 205 127 85 59 34 24 15 10 7 3

B Overall Survival

Patients Who Were Alive (%)

No. at Risk
Modified FOLFIRINOX
Gemcitabine

Modified FOLFIRINOX

504
Gemcitabine
259 Stratified hazard ratio for death, 0.64 (95% Cl, 0.48-0.86)
P=0.003
No. of deaths, 192
c T T T T T T T T T T
0 6 12 18 24 30 36 42 43 54 60
Months
247 223 210 165 119 91 68 46 32 16 4
246 233 215 171 120 81 55 33 18 9 4
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PRODIGE 24-ACCORD

Table 1. Demographic and Clinical Characteristics of the Patients at Baseline (Intention-to-Treat Population).*

Characteristic
Age
Median (range) — yr
=270 yr — no. (%)
Male sex — no. (%)
WHO performance-status score — no./total no. (%)
0
1
Status of surgical margins — no. (%)%
RO
R1
Tumor histologic findings — no. jtotal no. (%)

Ductal adenocarcinoma

Modified FOLFIRINOX

(N=247)
63 (30-79)
47 (19.0)

142 (57.5)

122/245 (49.8)
123245 (50.2)

148 (59.9)
99 (40.1)

244/247 (98.8)

Gemcitabine
(N=246)

64 (30-81)
54 (22.0)

135 (54.9)

127/242 (52.5)
115/242 (47.5)

134 (54.5)
112 (45.5)

242245 (98.8)

Nonductal carcinoma 3/247 (1.2) 3/245 (1.2)
Tumor stage — no. (%)§

[ 12 (4.9) 14 (5.7)

1A 43 (17.4) 47 (19.1)

18 183 (74.1) 179 (72.8)

i 1(0.4) 1(0.4)

I\ 8(3.2) 5 (2.0)

A Disease-free Survival

Stratified hazard ratio for cancer-related event,

P<0.001
No. of events, 314

second cancer, or death, 0.58 (95% Cl, 0.46-0.73)

Meodified FOLFIRINOX

254

Patients without Event (%)
3
1

Gemcitabine

0 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 247 210 156 118 80 60 46 29 21 11 2
Gemcitabine 246 205 127 85 59 34 24 15 10 7 3

Lymphovascular invasion — no. ftotal no. (%)

Perineural invasion — no. (%)

154/209 (73.7)
205/221 (92.8)

135/214 (63.1)
207/231 (89.6)

Surgery
Venous resection — no./total no. (%)

Portal-vein resection — no. (%)

Superior-mesenteric-vein resection — no. (%)

Arterial resection — no./total no. (%)

53/245 (21.6)
32 (13.0)
19 (7.7)

8247 (3.2)

69/245 (28.2)
42 (17.1)
25 (10.2)

7/245 (2.9)

B Overall Survival

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

Patients Who Were Alive (%)
S
1

Modified FOLFIRINOX

Gemcitabine

0 T T T T T T T

* OSrate at 3 years: 63.4% vs. 48.6%

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 81 55 33 18 9 4
L]

0.86; P=0.003)
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PRODIGE 24-ACCORD

Modified
FOLFIRINOX Gemcitabine

Subgroup (N=247) (N=246) Unstratified Hazard Ratio (95% CI) P Value

no. of events/total ne. of patients

Sex 0.42
Male 78/142 96135 il 0.68 (0.50-0.92)

Female 56/105 84/111 il 0.56 (0.40-0.78)

Age 0.88
<65 yr 83/152 103/140 HilH 0.61 (0.46-0.82)
=65 yr 51/95 77/106 i 0.63 (0.44-0.90)

‘WHO performance-status score 0.10
0 61/122 96,127 i 0.51 (0.37-0.71)

1 73/123 80/115 i 0.77 (0.56-1.06)

Diabetes 0.59
No 100/183 123/177 HiEH 0.66 (0.50-0.86)

Yes 33/62 52/64 —— 0.55 (0.35-0.85)

Turnor location 0.89
Head 105/193 129175 HEH 0.62 (0.48-0.80)

Other 28/53 47/67 —— 0.62 (0.39-0.98)

Tummor grade 0.69
Well differentiated 32/70 58(79 —a— 0.52 (0.34-0.81)
Moderately differentiated 75/124 91/125 il 0.69 (0.51-0.93)

Poorly differentiated or undifferentiated 2135 2329 —a— 0.62 (0.34-1.13)

Primary tumor status 0.82
pT1or pT2 16/31 1625 et 0.67 (0.34-1.34)
pT3 or pTé 118216 164/221 HEH 0.62 (0.49-0.79)

Nodal status 0.10
pNO 25/55 33761 —a— 0.89 (0.53-1.49)
pN1 109/192 147/185 HilH 0.54 (0.42-0.69)

Tumor stage 0.31
lAorIB 312 8/14 —_— 0.36 (0.10-1.38)
llAGrliB 127/226 167/226 HiH 0.64 (0.50-0.80)

11l or IV 4/9 5/6 0.07 (0.01-0.61)

Status of surgical margins 0.15
RO 73/148 88/134 - 0.72 (0.53-0.98)

R1 61/99 92/112 - 052 (0.37-0.72)

Superior-mesenteric-vein resection 0.29
No 122228 161221 HiH 0.61 (0.48-0.77)

Yes 12/19 1925 —— 0.92 (0.44-1.91)

Portal-vein resection 0.86
No 112215 145204 HEH 0.62 (0.49-0.80)

Yes 22/32 35/42 —— 0.64 (0.37-1.11)

Postoperative CA 19-9 level 0.85
=90 Ufml 123/231 166/226 HH 0.61 (0.48-0.77)
=90 Ujml 11/16 14/20 —— 0.74 (0.33-1.64)

Early stopping of treatment 0.49
No 83/158 137/192 HilH 0.56 (0.42-0.73)

Yes 51/80 4251 —— 0.53 (0.35-0.81)
Overall 134247 180/246 - 0.62 (0.49-0.77)
0.(1;10 0.(;50 0.2‘50 1.000 I lLOlOD
Modified FOLFIRINOX Gemcitabine EMORY
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National

Comprehensive
W[{0\'B Cancer

Network®

NCCN Guidelines Version 1.2022 NCCN Guidelines Index

Table of Contents

Pancreatic Adenocarcinoma Discussion

RECURRENCE AFTER RESECTION

Recurrence
after
resection

F

* Consider biopsy
for confirmation
(category 2B)

* Genetic testing
for inherited
mutations, if
not previously
done?

* Molecular
profiling of
tumor tissue, if
not previously

done'

Local
recurrence

Metastatic disease with or
without local recurrence®®

Pancreas only—

Pancreatic
operative bed

RECURRENCE THERAPYYd

Surgical consultation and multidisciplinary review,?
see Principles of Surgical Technigues (PANC-D)

Clinical trial (preferred)

or

Systemic therapy! + chemoradiation""WX or SBRTY
(if not previously done) (see options on PANC-11

— |for 26 or <6 mo from completion of primary therapy)

or

SBRTY

or

Palliative and best supportive care®

—» See Recurrence Therapy for Metastatic Disease (PANC-11)
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National

Comprehensive NCCN Guidelines Version 1.2022 HECH Sudetines Index
Ao Cancer Pancreatic Adenocarcinoma Discussion

Network®

METASTATIC DISEASE
FOLLOWING SURGERY

26 mo from completion of primary therapy ——»

Metastatic disease
with or without
local recurrence®®

<6 mo from completion of primary therapy —»

RECURRENCE THERAPYYd

Clinical trial (preferred)

SR"t'epeat systemic therapy previously administered!
::ternate systemic therapy (not previously used)t
gglliative and best supportive care®

Clinical trial (preferred)

or

Switch to gemcitabine-based systemic chemotherapy!
(if fluoropyrimidine-based therapy previously used)
or

Switch to fluoropyrimidine-based systemic chemotherapy!
(if gemcitabine-based therapy previously used)

or

Alternate systemic therapy (not previously used)t

or

Palliative and best supportive care®

&) EIVIOURIY
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Milestones in systemic therapy for advanced pancreatic cancer

2020:

‘ 2019:  Pembrolizumab
2015 pjaparib

9 2013: Nab- "2 R!
2010: Paclitaxel

®  roLFIRINOX

2005:
Erlotinib
1996:
Gemcitabine
EMORY
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Frontline therapies

Study Design -Prodige 4 - ACCORD 11

Owaliplatin 85 mg/m* over 2 hours,
Leucovorin 400 mg/m* ower 2 hours,

N =347 Irinotecan 180 mg/m* in 20 mn infusion,
|5 Fu 400 mg/m? bolus,
5-FU 2400 mg/m* on 46-h infusion
» Stage IV

* No prior treatmentfor

metasiaticdisease = 4.4, stratified by KPS, region, liver metastasis

* ECOG 0 or1
* Measumable dizease
* Total bilirubin < ULN Gem
* Age18-FTh — 1000 mogime IV qw 78
then e 3/4
* Primary endpoint
— D5
Study Design -IMPACT
nab-P
Planned N = 842 125 mgfﬂquwm
+ Stage IV Gem

* Mo prior treatmentfor 1000 "‘E"“‘E Wliwm

metastatic disease —

1:1, stratified by KPS, region, liver metastasis

* KPS >=T0
* Measurmabledisease
* Total bilirubin = ULN Gem
* NHo age limitation — 1000 mgu'rm I e TIIS
then qew3/4
»  Primary endpoint @ EMORY
— 05 =
| ~ WINSHIP
WINSHIP CANCER
I CANCER INSTITUTE

INSTITUTE
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PRODIGE 4/ACCORD 11

FOLFIRINOX vs. gemcitabine

A Overall Survival

1004 Hazard ratio, 0.57 (95% Cl, 0.45-0.73)
P<=0.001 by stratified log-rank test
7 1.0
;Q- . U1 gy
- E o l"“““‘.mllllll.ll.l TR
£ FOLFIRINOX £ '
= T 0.8+
4 — TEET]
: 8
25 B & 064
Gemcitabine put
L | (=]
] T T T T T T T T T T T T T T "g 0.4
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 S
Months E = Gemcitabine
No. at Risk g S FOLFIRINOX
Gemcitabine 171134 89 48 28 14 7 6 3 3 2 2 2 2 1 o P<.001
FOLFIRINOX 171 146 116 81 62 34 20 13 9 5 3 2 2 2 2 '
0 3 6 9 12
B Progression-free Survival )
100+ Hazard ratio, 0.47 (95% Cl, 0.37—0.59) Time {months)
P<0.001 No. at risk
Gemcitabine 157 55 " 1 0
75 FOLFIRINOX 163 97 14 4
&
£z
2 50 FOLFIRINOX . . L. . .
g Time until definitive deterioration
o
25 more than 20 points for EORTC QoL
4| Gemeitabine Questionnaire C30 global health
T T T T T T T T T Ll T T
0 3 6 9 12 15 18 21 24 27 30 33 36 status/quallty of life.
Months
No. at Risk
Gemcitabine 171 88 26 8 5 2 0 0 ©© 00 0 ©0 0 EMORY
FOLFIRINOX 171 121 8 42 17 7 4 1 1 ©0 0 0 0 WINSHIP
EMORY | WINSHIP o CANCER
CANCER Conroy T etal. N Engl J Med 2011;364:1817-1825. INSTITUTE
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MPACT

Gemcitabine +/- nab-Paclitaxel

A Overall Survival

Hazard ratio for death, 0.72 (95% CI, 0.62-0.83)
P<0.001 by stratified log-rank test

nab-Paclitaxel-Gemcitabine

Patients Who Were Alive (%)
w
o
1

G:MA_A

0III
0 3 6 9

No. at Risk
nab-Paclitaxel-Gemcitabine 431 357 269 169
Gemcitabine 430 340 220 124

T T T T T
12 15 18 21 24 27 30 33 36 39
Months

108 67 40 27 16 9 4 1 1 0
69 40 26 15 7 3 1 0 0 0

B Progression-free Survival, According to Independent Review
100+
90

Hazard ratio for disease progression or death,
0.69 (95% CI, 0.58-0.82)
P=0.001 by stratified log-rank test

nab-Paclitaxel-Gemcitabine

20} \\—u!_\
104 Gemcitabine :

@
[%]
3
-
SE 80
£ fé 70
84 60
[T
= B I W,
g ot 50
zg  40-
w
§ g 304
o &
=
2
i
[-% 0 T T
0 3 6
No. at Risk
nab-Paclitaxel-Gemcitabine 431 281 122
Gemcitabine 430 209 51

T T T T T 1

9 12 15 18 21 24
Months

62 24 2 4 2 0

23 10 6 4 0 0
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NAPOLI-1

Nanoliposomal irinotecan with fluorouracil and folinic >@WR®
acidin ‘metastatic pancreatic cancer after previous
gemcitabine-based therapy (NAPOLI-1): a global,

randomised, open-label, phase 3 trial

Andrea Wang-Gillam*, Chung-Pin Li. Gydrgy Bodoky, Andrew Dean, Yan-Shen Shan, Gayle Jameson, Teresa Macarulla, Kyung-Hun Lee,
David Cunningham, Jean F Blanc, Richard A Hubner, Chang-Fang Chiu, Gilberto Schwartsmann, Jens T Siveke, Fadi Braiteh, Victor Moyo,
Bruce Belanger, Navreet Dhindsa, Eliel Bayever, Daniel D Von Hoff*, Li-Tzong Chen*, for the NAPOLI-1 Study Groupt

e Global, phase 3, randomised, open-label trial

* Patients with metastatic pancreatic ductal adenocarcinoma previously treated
with gemcitabine-based therapy

* Randomly assigned (1:1) to 5FU/LV +/- nanoliposomal irinotecan

* Primary endpoint was overall survival (ITT)
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NAPOLI-1

Nanoliposomal irinotecanplus  Fluorouracil and Hazard ratio for
fluorouracil and folinic acid folinic acid death (95% 1)
A Events/patients (n/N) Events/patients (r/N)
100 — —— Nanoliposomal Karmofsky performance status !
h irinotecan plus 90-100 30/66 3767 —— 079 (0-50-124)
90 fluorouracil and 70-80 36/51 4352 —— 054 (0-35-0.85)
80 folini id Albumin
olinicacid =40g/L 3053 20/54 — 085 (051-142)
& 704 —— Fluorouracil and <40g/L 45764 5165 —— 052 (035-079)
= folinic acid Ethnic origin
S 60 White 45175 53175 —— 0-62 (0-41-0-92)
5 East Asian 2334 25036 ——— 0-49 (0:27-0.90)
S 504 Other 78 38 » 327 (0-67-15.84)
= 404 Original tumour lacation in pancreas
5] Head 4876 45/69 —— 0-80 (0-53-120)
3 304 Other 27141 35/50 —— 051(0:31-0:85)
a19-9 |
20 =40U/mL 63/92 66/91 —@— 0-62 (0-44-0-88)
10 HR 0:67 (95% Cl 0-49-0-92) <40U/mL 12122 13723 —e— 0-83(0-38-183)
=0-012 (unstratified log-rank Liver metastases ;
o P |( : 9 . ) : . | Ves 5475 62/24 —— 0-65 (0-45-0.93)
No w42 18735 074(039-141)
0 3 6 9 12 15 18 Age years)
Number at risk =65 3552 3138 073 (0-45-118)
Nanoliposomal 117 97 51 20 8 o o ;ij aores 4/ —— 061(040-003)
irinotecan plus Women 30/48 J¥52 —’—— 074 (0-45-1.22)
fluorouracil and Men 45769 47167 + 060 (0-40-0.91)
folinic acid BMI |
: =Median 36/58 39/58 —e— 0.68 (0-43-1.07)
Fluor?ulr.afll an': 119 68 34 11 6 1 o] Median Ja/50 e o 060 (033-0.95)
olinic aci Region
North America 1419 11119 - 079 (0-36-175)
Asia 2334 24/35 ——— 0-51(0-28-0-93)
Europe 28747 34/40 060 (0.42-114)
Other 1017 116 . 058 (0:24-138)
Stage at diagnosis
C Stage M 46/61 51/62 — 0-63(0-42-0-94)
100 — —— Nanoliposomal other 2855 28/55 — 072 (0-42-121)
- ime since diagnosis
90 irinotecan plus =Median 3862 28/60 e 086 (055-134)
fluorouracil and <Median 3758 4257 — e 046 (029-073)
T 804 folinic acid Time since metastatic diagnosis
= olinicacid =Median 461 4158 e 080 (052-123)
B 70— —— Fluorouracil and <Median 358 39/60 — 050 (0-31-081)
= R Previous lines of metastatic therapy i
% 60 — folinic acid 0 10/15 15 —_— 068 (0-28-1.64)
2 1 40762 47067 —— 066 (0-43-1.00)
¢ 50+ HR 0-56 (95% Cl 0-41-0-75) 2 ) a0 B3 e 068(038120)
- . Time since last previous therapy |
S 40 p=0-0001 (unstratified log-rank) =Median 3664 35/53 — 075 (0-47-118)
‘& <Median 39/53 45/66 —&— 060 (0-35-0-93)
& 30— Previous fluorouracil i
=) Yes 3150 33752 ——— 052 (0:31-0-86)
<] 20 4 No ave7 47067 — 078 (0-52-1-18)
Q- Previous irinotecan '
104 Ves 1012 817 —_— T 125 (0-49-319)
No 65/105 72102 -9 062 (0-44-0.86)
o Previous platinum |
T T T T T 1 Yes 2338 26/41 — 0-68 (0-39-1-19)
0 3 6 9 12 15 18 No 52079 5478 —— 066 (0-45-097)
Previous radiothera !
Number at risk Months ves " 124 7 R PN E— 092 (0-42-1.08)
: Mo 62/93 67/92 * 0-62 (0-44-0-88)
Nanoliposomal 117 50 22 7 2 o] 0 Previous Whipple procedure
irinotecan plus ves 2030 18733 e 123 (0-65-233)
ﬂuorouracilznd No 55/87 62/86 —@— 050 (0-35-073)
Previous biliary stent
folinic acid Yes 10115 w8 0-44 (0-14-1-43)
. No 65/102 75111 + 0-68 (0-45-0-95)
Fluorouraciland 119 23 8 3 2 1 0 i RY
folinic acid T ool o ] 1 3
Favours nanoliposomal irinotecan  Favours fluorouracil -~
plus flucrouracil and folinic acid ~ and folinic acid b H I P
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Mutations Associated with Pancreatic Cancer

Incidence (%)

KRAS Mutation 90%

CDKNZ2A 90%

P53 70%

SMADA4 95%

chromatin 20%

DNA repair 17%
[ germline BRCA 4 - 7%]
cell-cycle regulators 15%

WNT 10%

Robo/slit pathway 5%

Notch signaling 9%
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Gemcitabine/Cisplatin

= Randomized, Multicenter, Phase Il Trial of
= Gemcitahine and Cisplatin With or Without
Veliparib in Patients With Pancreas
Adenocarcinoma and a Germline BRCA/
PALB2 Mutation

Eileen M. O'Reilly, MD'; Jorathan W. Lee, MSc'; Mark Zalupski, MD*; Marinela Capanu'; Jennifer Park, BS'; Talia Golan, MD*;
Esther Tahover, MD*; Maeve A. Lowery, MD®; Joanne F. Chou, MPH'; Vaibhav Sahai, MBBS, MS?; Robin Brenner, RN, BSN';
Hedy L. Kindler, MD®; Kenneth H. Yu, MD!; Alice Zervoudakis, MD'; Shreya Vemuri, BS'; Zsofia K. Stadler, MD";

Richard K. G. Do, MD, PhD*; Neesha Dhani, MD, PhD?; Alice P. Chen, MD®; and David P. Kelsen, MD*

]-I(Il

hllt)!ll".‘rﬂll’lll[ll[()_‘r

* Open-label, randomized, multicenter, two-arm phase Il trial

* Patients with untreated gBRCA/PALB2+ stage Ill to IV PDAC

* Cisplatin 25 mg/m2 + Gemcitabine 600 mg/m2 on D3 and D10
e +/-Veliparib 80 mg bid D1 to 12 g3 weeks

* Primary end point - RRs evaluated separately using a Simon two-stage design

SO - Secondary end points PFS, DCR, OS, safety, and correlative analyses.
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O'Reilly EM, et al. J Clin Oncol. 2020 May 1;38(13):1378-1388.
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Gemcitabine/Cisplatin

TABLE 1. Baseline Patient Characteristics

W AmA
W AmE

Patient

W AmA
W AmB
A Duration on Treatment

25 30 35
Time (months)

40 45 50 55

LIS N S B S B S S B B B s B B B B B B B B S S B S S B B B B B H HE S H H R
1234567 8 91011121314151617 181820 21222324 25 26 27 28 29 30 31 32 33 34 35 36 37 38 39 40 41 42 4344 4546 47

Arm A Armm B Combined Arms
Characteristic No. % No. Y No. %
Total patients 27 54 23 46 50 100
Median age, years (range) 64 (48-82) 63 (37-81) 635 (37-82) A
Sex 30 4
Male 12 44 10 43 22 44 a0
Female 15 56 13 S/ 28 56 104
AJICC stage F o I III
1l {locally advanced) 5 19 3 13 8 16 g 104 I I II | |
IV (metastatic) 22 81 20 87 42 84 :9; 20
ECOG PS = 5
0 15 56 35 23 16 & 4]
1 12 44 15 65 27 54 'I_.; 50
Race a 604
White 25 92 21 a1 46 a2 70
Black 1 4 1 4 2 4 -804
Asian 1 4 — 1 2 _a0
Unknown — 1 4 1 2 -100
Ashkenazi Jewish descent 18 70 11 48 30 60
Germline BRCA mutation
BRCAI 7 26 5 22 12 24 B
BRCAZ 19 70 16 70 35 70
FPALBZ 1 4 2 9 3 6
BRCA Ashkenazi founder mutations (n = 28; 56%)
BRCAI 187delAG 2 7 1 4 3 6
BRCAI 5385insC 2 7 2 8
BRCAZ26174delT 13 48 8 35 21 42 -
Pancreatic primary location E
Head 11 41 9 39 20 40 =
Body 12 44 5 22 17 34
Tail 4 15 9 39 13 26
Site of metastases
Liver 20 74 17 74 37 74
Lung 7 26 7 30 14 28 o _;' 1‘0 1'5
Lymph nodes 10 37 8 35 18 36
Peritoneum 3 11 4 17 7 14
Other sites. 1 4 2 9 3 6
Pravious surgery 5 19 2 9 7 14
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Gemcitabine/Cisplatin

1.00 < = Arm A (M = 27): Cisplatin, gemcitabine, velipanb
—— Arm B [N = 23): Cisplatin, gemcitabine
0.75
=
ey 0.50 4
LL
(=

0.25

0 6 12 18 24
Time Since Random Assignment (months)

Mo. at risk

Arm A 27 19 ] 2

Arm B 23 132 [i] 1 o

1.00

0.75 +

0.50

0S (%)

0.25 A

= Arm A (N = 27): Cisplatin, gemcitabine, veliparib
= Arm B (N = 23): Cisplatin, gemcitabine

No. at risk
Arm A 27
AmB 23

6 12 18 24
Time Since Random Assignment (months)

27 17 g 7
1@ 16 10 5

FIG 3. Kaplan-Meier curves for (A) progression-free survival (PFS) and (B) overall survival (0S).
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POLO: Olaparib

The NEW ENGLAND JOURNAL of MEDICINE

ORIGINAL ARTICLE ‘

Maintenance Olaparib for Germline
BRCA-Mutated Metastatic Pancreatic Cancer

Talia Golan, M.D., Pascal Hammel, M.D., Ph.D., Michele Reni, M.D.,

Eric Van Cutsem, M.D., Ph.D., Teresa Macarulla, M.D., Ph.D.,
Michael ). Hall, M.D., Joon-Oh Park, M.D., Ph.D., Daniel Hochhauser, M.D., Ph.D.,
Dirk Arnold, M.D., Ph.D., Do-Youn Ch, M.D., Ph.D.,

Anke Reinacher-Schick, M.D., Ph.D., Giampaolo Tortora, M.D., Ph.D.,
Hana Algil, M.D., Ph.D., M.P.H., Eileen M. O'Reilly, M.D.,

David McGuinness, M.Sc., Karen Y. Cui, M.D., Ph.D., Katia Schlienger, M.D., Ph.D.,
Gershon Y. Locker, M.D., and Hedy L. Kindler, M.D.

 Randomized, double-blind, placebo-controlled, phase 3 trial
* Patients with germline BRCA1 or BRCA2 mutation and metastatic pancreatic cancer
* Must not have progressed during first-line platinum-based chemotherapy

Randomly assigned 3:2 to maintenance olaparib tablets (300 mg bid) or placebo

EMORY

4 * Primary end point - PFS by blinded independent central review. EMORY
WINSHIP
A E— CANCER

Golan T, et al. Maintenance Olaparib for Germline BRCA-Mutated Metastatic Pancreatic Cancer.
CANCER INSTITUTE
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POLO: Olaparib

Table 1. Baseline Characteristics of the Patients.*

Olaparib Placebo A Progression-free Survival
Characteristic (N=92) (N=62) 107
Age at randomization — yr 0.9+
Median 57 57 _ o Progression-free Olaparib  Placebo
R 37-84 36-75 3 S Croop g GrouP
ange —. g mo
. w 077 6 53.0 230
Age =65 yr at randomization — no. (%) 28 (30) 13 (21) £ 12 33.7 145
£ 0.6 13 27.6 9.6
Male sex — no. (%) 53 (58) 31 (50) 5 24 21 96
E 0.3 Median, 7.4 mo vs. 3.8 mo
ECOG performance status — no. (%) £ Hazard ratio, 0.53 (95% CI, 0.35-0.82)
S 04 P-0.004
0, normal activity 65 (71) 38 (61) =
1, restricted activity 25 (27) 23 (37) g
e )
Missing data 2(2) 1(2) < 02 Olaparib {N=92; 60 events)
Germline BRCA mutation — no. (%) 0.14
Placebo (N=62; 44 events)
BRCA1 29 (32) 16 (26) —
BRCAZ 62 (67) 46 (74) 0 2 4 6 & 10 12 14 16 18 20 22 24 26 28 30 32 34 36 33 40 42 44 46 48 50
Months since Randomization
Both BRCA1 and BRCA2 1(1) 0 No. at Risk

Olaparib 92 69 50 41 34 24 18 17 14 10 10 3 B 7 5
6 4 4 4 7 2

3
Time from diagnosis to randomization — mo Placebo 62 39 23 10 2.2 110

Median 6.9 7.0 B Overall Survival
Range 3.6-38.4 41-30.2 7
First-line platinum-based chemotherapy 041
—no. (%)% 0.3
. Median, 18.9 mo vs. 18.1 mo
FOLFIRINOX variants 79 (86) 50 (81) E 074 Hazard ratio, 0.91 (95% Cl, 0.56-1.46)
Gemcitabine—cisplatin 2(2) 3(5) 3 pross
9 064
Other platinum-based treatments 10 (11) 8 (13) g
Missing data 1() 1(2) g o5
& 4 .
Duration of first-line chemotherapy before - Olaparib (N=02; 41 events)
randomization ‘g 034
2o l—o—«‘
Median — mo 5.0 5.1
0.24 Placebo (N=62; 30 events)
Range — mo 2.5-352 3.4-20.4
014
16 wk—6 mo — no. (%) 61 (66) 40 (65)
L e e N s S S A S S S N S S S S R |
>6 mo — no. (%) 30 (33) 21 (34) 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
Missing data — no. (%) 1(1 1(2 Months since Randomization
. - s ( ) ( ) ( ) Neo. at Risk
EI\{L)R\ Best response with first-line chemotherapy Olaparib 92 87 80 71 61 S1 46 39 31 28 20 16 14 12 9 6 5 4 4 4 2 1 1 O
LAVIAJIND ~no. (%) Placebo 62 60 56 50 44 32 29 27 0 18 1410 8 & 6 6 4 1 1 1 1 1 1 0
y? Complete or partial response 46 (50) 30 (48) Figure 2. Kaplan-Meier Estimates of Progression-free Survival and Overall Survival.
. Panel A shows Kaplan—Meier estimates of progression-free survival (based on blinded independent central review),
Stable disease 45 (49) 31 (50) and Panel B shows Kaplan—Meier estimates of overall survival in the olaparib group and the placebo group. WORY
7/ Missing data 1(1) 1(2)
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POLO: Olaparib

Table 1. Baseline Characteristics of the Patients.*

Olaparib Placebo A Progression-free Survival
Characteristic (N=92) (N=62) 107
Age at randomization — yr 0.9+
Median 57 57 _ o Progression-free Olaparib  Placebo
R 37-84 36-75 3 S Croop g GrouP
ange —. g mo
. w 077 6 53.0 230
Age =65 yr at randomization — no. (%) 28 (30) 13 (21) £ 12 33.7 145
£ 0.6 13 27.6 9.6
Male sex — no. (%) 53 (58) 31 (50) 5 24 21 96
E 0.3 Median, 7.4 mo vs. 3.8 mo
ECOG performance status — no. (%) £ Hazard ratio, 0.53 (95% CI, 0.35-0.82)
S 04 P-0.004
0, normal activity 65 (71) 38 (61) =
1, restricted activity 25 (27) 23 (37) g
e )
Missing data 2(2) 1(2) < 02 Olaparib {N=92; 60 events)
Germline BRCA mutation — no. (%) 0.14
Placebo (N=62; 44 events)
BRCA1 29 (32) 16 (26) —
BRCAZ 62 (67) 46 (74) 0 2 4 6 & 10 12 14 16 18 20 22 24 26 28 30 32 34 36 33 40 42 44 46 48 50
Months since Randomization
Both BRCA1 and BRCA2 1(1) 0 No. at Risk

Olaparib 92 69 50 41 34 24 18 17 14 10 10 3 B 7 5
6 4 4 4 7 2

3
Time from diagnosis to randomization — mo Placebo 62 39 23 10 2.2 110

Median 6.9 7.0 B Overall Survival
Range 3.6-38.4 41-30.2 7
First-line platinum-based chemotherapy 041
—no. (%)% 0.8
. Median, 18.9 mo vs. 18.1 mo
FOLFIRINOX variants 79 (86) 50 (81) E 074 Hazard ratio, 0.91 (95% Cl, 0.56-1.46)
Gemcitabine—cisplatin 2(2) 3 (5) 3 pross
2 06
Other platinum-based treatments 10 (11) 8 (13) g
Missing data 1() 1(2) g o5
& 4 .
Duration of first-line chemotherapy before - Olaparib (N=02; 41 events)
randomization ‘g 034
£ |—¢—<-‘
Median — mo 5.0 5.1
0.24 Placebo (N=62; 30 events)
Range — mo 2.5-352 3.4-20.4
0.1
16 wk—6 mo — no. (%) 61 (66) 40 (65)
L e e N s S S A S S S N S S S S R |
>6 mo — no. (%) 30 (33) 21 (34) 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
Missing data — no. (%) 1(1 1(2 Months since Randomization
. - s ( ) ( ) ( ) Neo. at Risk
EI\[LjR\ Best response with first-line chemotherapy Olaparib 92 87 80 71 61 S1 46 39 31 28 20 16 14 12 9 6 5 4 4 4 2 1 1 O
Ll JIND ~ no. (%) Placcbo 62 60 56 50 44 32 29 27 20 18 1410 & 8 6 6 4 1 1 1 1 1 1 0
Y Complete or partial response 46 (50) 30 (48) Figure 2. Kaplan—Meier Estimates of Progression-free Survival and Overall Survival.
. Panel A shows Kaplan—Meier estimates of progression-free survival (based on blinded independent central review),
Stable disease 45 (49) 31 (50) and Panel B shows Kaplan—Meier estimates of overall survival in the olaparib group and the placebo group. WORY
7/ Missing data 1(1) 1(2)
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POLO: Olaparib

Subgroup Olaparib Placebo Hazard Ratio (95% CI)
no. of patients with
eventstotal no. (%) ,
All patients 60/92 (65.2) 44/62 (71.0) H@H: 0.53 (0.35-0.82)
Previous chemotherapy 1
FOLFIRINOX variants 50/79 (63.3) 35/50 (70.0) @ 0.54 (0.35-0.84)
Other 8/10 (80.0)  6/8 (75.0) b—e— 0.76 (0.27-2.32)
Absence of biliary stent 59/91 (64.8) 40/58 (69.0) @ 0.54 (0.36-0.82)
Type of previous chemotherapy ! Table S4. First-Line Platinum-Based Chemotherapy Received by Patients
Doublet chemotherapy 12/15 (80.0)  8/10 (80.0) —e— 0.59 (0.24-1.50) Immediately Prior to Randomization in POLO
Triplet chemotherapy 45/73 (61.6) 33/46 (71.7) o am! 0.51 (0.32-0.82) Prior chemotherapy — no. (%9 Olaparib Flacebo
Duration of first-line treatment before C (N = 92) (N=62)
randomization L
16 wk to 6 mo 42/61 (68.9) 29/40 (72.5) = 0.69 (0.43-1.12) FOLFIRINOX 73 (79.3) 44 (71.0)
>6 mo 18/30 (60.0) 15/21 (71.4) —e— ! 0.35 (0.17-0.72) FOLFOX 4(4.3) 5(8.1)
Best response with first-line treatment ) GEMO_X . . . 5(5.4) 1(1.6)
Partial or complete response 30/46 (65.2) 20/30 (66.7) et 0.62 (0.35-1.12) Gemcitabine/cisplatin S 2(22) 3(4.8)
Stable disease 30/45 (66.7) 24/31 (77.4) e 0.50 (0.29-0.87) ﬁél'_'"g';(ab'"a‘f nab-pecitaslcapsciabine/cisplain g gg% f ﬁ:;
Disease at baseline L Oxaliplatin 1(1.1) 1(1.6)
Measurable 53/78 (67.9) 39/52 (75.0) |—.—|: 0.57 (0.37-0.88) Gemcitabine/epirubicin/capecitabine/cisplatin 0 2(3.2)
Not measurable or no evidence of disease  7/13 (53.8)  5/6 (83.3) p——— 0.45 (0.14-1.57) FOLF IRVcisplatin 0 1(1.8)
Germline BRCA mutation type X FOLFOX/nab-paclitaxel 0 1(1.6)
(determined by BRACAnalysis CDx test) 1 5-fluorouracil/carboplatin 1(1.1) 0
BRCA1 20/29 (69.0) 12/16 (75.0) —eo—: 0.40 (0.20-0.85) FOL F/cisplatin 1(1.1) 0
BRCA2 38/59 (64.4) 32/45 (71.1) = 0.63 (0.39-1.02)
Age at randomization E
<65 yr 39/64 (60.9) 37/49 (75.5) @ ! 0.45 (0.28-0.72)
=65 yr 21/28 (75.0)  7/13 (53.8) p——q 1.02 (0.45-2.60)
Sex 1
Male 33/53 (62.3) 23/31 (74.2) o 0.46 (0.27-0.80)
Female 27/39 (69.2) 21/31 (67.7) f—e— 0.66 (0.37-1.19)
White race 55/82 (67.1) 41/59 (69.5) I—Q—F 0.59 (0.39-0.90)
01 1.0 100
Olaparib Better Placebo Better
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CPlin dMMR PDAC

The NEW ENGLAND JOURNAL of MEDICINE

ORIGINAL ARTICLE ‘
PD-l BlOCkade i[‘] Tu mors Demographic and Baseline Characteristics of the Patients.”
with Mismatch-Repair Deficiency y— r——
Repair-Deficient  Mismatch Repair— Deficient
Colorectal Proficient Noncolorectal
D.T. Le, ] N‘ Uram, H. Wang, B.R. Bartlett, H. KCIﬁ:}e-rlng, AD [ Charactesistic ‘ig:mlelr’ Culom:lzl‘i':mnr Fr:l:‘;t; P Valnet
A.D. Skora, B.S. Luber, N.S. Azad, D. Laheru, B. Biedrzycki, R.C. Donehower,

A. Zaheer, G.A. Fisher, T.S. Crocenzi, J.J. Lee, S.M. Duffy, R.M. Goldberg, Median age (range) — yr 36 24-65) 6162-19) 57G492) 002
A. de |a Chapelle, M. Koshiji, F. Bhaijee, T. Huebner, R.H. Hruban, L.D. Wood, Sex — no. (%) 072
N. Cuka, D.M. Pardoll, N. Papadopoulos, K.W. Kinzler, S. Zhou, T.C. Cornish, Female 5 (45) 8(38) 4 (44)

J.M. Taube, R.A. Anders, ).R. Eshleman, B. Vogelstein, and L.A. Diaz, Jr. Male 6(55) 13 (62) 5 (56)

Race — no. (%)7 0.66
White 8(13) 17 (81) 8(89)
Black 1(9) 3(14) 0
Other 2(18) 1(5) 1(11)

ECOG performance status — no. (%)% 007
0 0 6(29) 2023
1 11 {100) 15(71) T(78)

Cancer type — no. (%) =099
Colon 982 18 (86) [1]
Rectal 2(18) 3(14) 0
Ampullary or cholangiocareinoma 0 NA 4(44)
Endometnal 0 NA 220
Small bowel 0 NA 222
Gastne 0 NA 1(11)

EI\{ORY Histologic grade — no. (%) 020

Well or moderately differentiated 7 (64) 18 (36) 4(44)
Poorly differentiated 4(36) 3 (14) 3(33) .
Other 0 1] 2(22)

Stage IV cancer — no. (%) 11(100) 21 (100) 9 (100) >099 |,

WINSHIP Le DT et al....N engl j med 372;26 - June 25, 2015 CANC ER
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CPlin dMMR PDAC

A Biochemical Response

200+ —=— Mismatch repair-proficient colorectal cancer
E —=— Mismatch repair-deficient colorectal cancer
_E == Mismatch repair-deficient noncolorectal cancer
= 100
=
43
e
= 0% (no change)
g O e = Ml = = == == e e ————
£
o]
£
o

\ a I".“'-:-"_-:'-':—' ey
-100 . D e i = '
0 100 200 300 400

B Radiographic Response

100 B Mismatch repair-proficient colorectal cancer

B Mismatch repair—deficient colorectal cancer
B Mismatch repair-deficient noncolorectal cancer

w
L=

20% increase (progressive disease)

=

30% decrease (partial response)

Change from Baseline in the Sum
of Longest Diameters (%)
I
3
1

=100

C Progression-free Survival in Cohort with Mismatch Repair—Deficient D Owerall Survival in Cohort with Mismateh Rtpail—Dtﬁ:i!ni
Noncolorectal Cancer Moncolorectal Cancer
].‘J——I I.u——‘
‘E 0.8+ 'g 0.8
= 06 T 06
I £
53 5
4 .4 .44
= 0. L z 0.
E =1
.E 0.2 é 0.2
Dc T T T T 1 Dc T T T T 1
o 3 ] 9 12 15 ] 3 & 9 12 15
Months Months
Mo. at Risk ] 5 1 0 0 0 No. at Risk 3 6 2 1 ] 0
Table 2
Objective Responses According to RECIST Criteria.
Mismatch Repair—
Mismatch Repair—Deficient Proficient Colorectal Mismatch Repair—Deficient
Colorectal Cancer Cancer Noncolorectal Cancer
Type of Response (N= 10y (N=18) N=T)
Complete response — no. (%) o o 114"
Partial response — no. (%) 4 (40) 0 45mf
Stable disease at week 12 — no_ (%) 5 (50) 2{11) 0
Progressive disease — no. (%) 1(10) 11(61) 2(29)
Ceuld not be evaluated — o, (%)F 0 5(28) 0
Objective response rate (95% CI) — % 40 (12-74) 0 (0=19) T1 (29-946)
Disease contrel rate (95% CI) — ¥ 90 (35-100) 11 (1-33) 71 (29-96)
Median duration of response — wk Not reached NAY Not reached
Median time to response (range) — wk 28 (13-35) NAY 12 {10-13)
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CPlin dMMR PDAC

Efficacy of Pembrolizumab in Patients With
Noncolorectal High Microsatellite Instability/
Mismatch Repair-Deficient Cancer: Results From
the Phase Il KEYNOTE-158 Study

Aurelien Marabelle, MD, PhD?; Dung T. Le, MD?; Paolo A. Ascierto, MD?; Anna Maria Di Giacomo, MD#; Ana De Jesus-Acosta, MD?;
Jean-Pierre Delord, MD, PhD®; Ravit Geva, MD, MSc® Maya Gottfried, MD?; Nicolas Penel, MD, PhD?; Aaron R. Hansen, MBBS?;
Sarina A. Piha-Paul, MD*°; Toshihiko Doi, MD, PhD'*; Bo Gao, MBBS, PhD'?; Hyun Cheol Chung, MD, PhD*3;

Jose Lopez-Martin, MD, PhD'4; Yung-Jue Bang, MD, PhD?5; Ronnie Shapira Frommer, MD'®; Manisha Shah, MD'?; Razi Ghori, PhD8;
Andrew K. Joe, MD'8; Scott K. Pruitt, MD, PhD'®; and Luis A. Diaz Jr, MD*®

yider

I

[UunuwIwrod

suorjed

e 233 patients with multiple

TABLE 3. Antitumor Activity for Tumor Types With Greatest Enroliment

CR, PR, Median PFS, Months Median 0S, Months Median DOR, Months tumor types: median
Tumor Type No. No. No.  ORR, % (95% CI) (95% CI) (95% CI) (range)
Endometra 49 8 20 5.1@210712) 257 @90 NR) NR (27.2 10 NR) NR (2910 27.04) follow up =13.4 mo
Gastric 24 4 7 458(2561t0672) 110(2.1to NR) NR (7.2 to NR) NR (6.3 to 28.4+)
Cholangiocarcinoma 22 2 7 40.9(20.7 to 63.6) 4.2 (2.1toNR) 24.3 (6.5t0 NR) NR (4.1+ to 24.9+)
I Pancreatic 22 1 3 182(52140.3) 21(19t034) 40(211098) 134 (8.11t0 16.04) I o
Smallintestne 19 3 5 42.1(203t0665) 92 (2310 NR) NR (10.6 to NR) NR (4.3+ o 31.3+) * ORR=34.3%, PFS4.1 mo
QOvarian 15 3 2 333(118to6l1.6) 23(19106.2) NR (3.8 to NR) NR (4.2 to 20.7+)
Brain 13 0 0 0.0(0.0t0 24.7) 1.1(0.7t021) 56 (1.5t 16.2) - m OS 23 * 5 mo
EMORY
4 & : — 1)
Pancreatic cancer n=22, ORR 18.2%, PFS 2.1m, mOS 4m EMORY
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Pancreatic cancer therapies

Paclitaxel

Cancer-associated
fibroblast

Cancer cell

Growth
factors
« HGF g
= PDGF

[s]
- VEGF e S

PEGPH20

Disruption of matrix components
through degradation to promote e if
enhanced delivery of injected drugs

Whnt/p-catenin
pathway inhibitors
» Vantictumab

Br- IDM

Topoisomerase
inhibition

CXCR4 inhibitors

= Plexixafor
(AMD3100)

= Ulocuplumab

= Mogamulizumab

MM-398
(liposomal
irinotecan)

Anti-PD-1 or
anti-PD-L1

PD-L1 antibodies

CXCLI2 J

O __-"'--.____‘ l‘-:_"
CXCR4 =,

i

« OMP-54F28 Bn,
SMO inhibitors : /

» Sonidegib (LDE225) A JL—
= Vismodegib HHO
= Saridegib (IP-926)

IDO inhibitors
= NLG919

= Indoximod (o-1MT)

= INCB-24360

—1 1o Tumour-antigen
presentation

57] EMORY | WINSHIP ol | |
CANCER Ignacio Garrido-Laguna & Manuel Hidalgo. Nature Revi

MNotch inhibitors
= Anti-DLL4 antibodies
(demcizumab,

MEDIO639, enoticumab)

= a-Notch 2/3

antibodies (tarextumab)

= a-Notch 1 antibodies
(DMP-52M51)

s}
GM-CSF
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Phase 1 study of palbociclib in combination with cisplatin or carboplatin in advanced
solid malignancies

* Cycling dependent kinases (CDK) regulate the PIGINIA
orderly progression of dividing cells through Palbociclib
various stages of the cell cycle L

| LEEO11 r—l CDK4 + cyclin D

* Alterations in this family of kinases are frequently /
described in solid malignancies leading to the ARt
recognition of CDKs as valid targets of anticancer
therapy

: Palbocicib

E DRSO S0 nh 100 nk 200 nk

as w0591 omso |G % S 3
i b« " @ - 5....!" s L: ﬁ M
] [+7F ] o
e 5t =4

e . I Carbo 1.5pM  [§8: H’_ %}5}1‘ ‘Ia. .'_-:. '-'-‘r \ﬁl

Lantral o A © 2014 Amwrican Association bor Cancer Research
. Paliva deme o1 1.5 ulll Carbeplatin CCR Molecular Patfnways
palbociclib (PD-991) + carboplatin (Carbo) was synergetic against NCI-H520 cell line EMORY
WINSHIP
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Winship3263

Primary Objectives

» Safety and tolerability of palbociclib + cis or carbo

e RP2D of the tested combinations

Secondary Objectives

* Characterize PK profiles
* Preliminary anti-tumor efficacy

* PK/PD correlative analyses
(palbociclib trough conc. and CDK4
inhibition read-outs in tumor and
surrogate samples - C1D22)

* Assess potential association between
tissue-based biomarkers and efficacy

Expansion cohorts: NSCLC,
pancreatico-biliary cancers.

Clinical trial information: NCT02897375

Sponsor: Pfizer

Not detected**

Antagonism | T » Synergy
Bliss-Exp -0.2 -01 0 01 02
Combined Chemo SKMES.1 H226 H520
[concurrent]
Docetaxel Additive Additive Additive
Paclitaxel ND* ND Additive
Cisplatin Not detected Additive Addifive/Synergistic |
Carboplatin Additive Additive Additive/Synergistic
Gemcitabine Not detected Not detected Not detected
Pemetrexed ND ND Slight Additive
Pac + Cis ND ND Additive/Synergistic
Pem + Carbo ND ND ND
Pem + Cis ND ND ND
Gem + Cis ND ND ND
Carbo + Doce™* Additive ND _
Carbo + Cis*™* Additive/Synergistic Additive Additive/Synergistic
Carbo + Gem*** Not detected Additive Additive/Synergistic

Synergy, additivity and antagonism of palbociclib in combination with

non squamous NSCLC

EMORY

WINSHIP
CANCER
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cytotoxic agents commonly employed for the treatment of squamous and
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Stage [

Stage I1

Expansion

1: Starting dose level 60

2 60

3 75
RP2D TBD

Stage [ -

1: Starting dose level 100 4
Stage I 2 125 4

3 125 5

4 125 6
ExpansionRP2D TBD TBD

Arm B: Palbociclib and Carhoplatin

Alternative ecalation plan if DLT

Palbociclil 100 Palbociclib 75mg Escalate
- E?::;I:nlﬁ Carboplatin AUC 4 boplatin ALIC 4 Carboplatin
£ 1
H
& Palbociclib 125mg Palbaciclib 100mg _, Escalate Palbociclit 125mg Palbociclit 100mg - ESCalate
3 Cisplatin 60 mginy Clsplatin 75 mg/m? Cisplatin Carboplatin AUC 4 Carboplatin AUC 5 Carboplatin
]
} 1
X Palbociclib 125mg Palbaciclib 100mg Palbociclib 125mg Palbociclib 100mg
= . v e — Escalate = p - e = Escalate
& | cisplatin 75 mgin+ Cisphatin 75 mg/m Cloglotia Carboplatin AUC S et Lo Carbopiatin
E i 1 | 1
= Palbociclib 1256mg Falbociclin 100mg Palbociclib 125mg gy Palbociclib 100mg
Cisplatin 100 maine Cizplatin 100 mgim? Carboplatin ALUC & Carboplatin ALUC &
l } | l
RPZ0 Palbociclib RPZD Palbociclip ~ — IfOUT RP2D Palbociclib RP2D Palbociclit = Ifou
Cisplatin Cisplatin —3 HaDLT Carboplatin Carboplatin =3 MNoDLT
EMORY | WINSHIP CANCER
CANCER INSTITUTE
INSTITUTE National Cancer Institute-Designated
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#2085; A Phase 1 Study of Palbociclib in
Combination with Cisplatin or Carboplatin in
Advanced Solid Malignancies

9-13 September 2022
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Correlatives/Exploratory Endpoints

* PK Assessments:

— Cisplatin and carboplatin using
peripheral blood samples on C1D1

and C2D1
— Trough samples for palbociclib will J Baseline  CIDI CIDI5S CID22 C2D1 Progression
be determined on C1D15 and C1D22
! !
° PD Assessments Palbociclib  trough PK X X

E )

— Protein expression by IHC - CDK4
inhibition using surrogate skin

— pRB, Ki67 and CDK4 expression el (il = = = =

* Gene expression and somatic
mutations by NextGen platform

— LKB1, RB1, Cyclin D, CDK4, CDK6 and
KRAS

EMORY
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Phase I/Il Study of Trifluridine/Tipiracil (TAS102) in Combination with Nanoliposomal
Irinotecan (NAL-IRI) in Advanced Gl Cancers

I Part 1: DLT Based Dose Escalation (3+3 design)

Stage IV or locally advanced
unresectable Gl adenocarcinomas
(Gastric, Esophageal [EA], Pancreatic
[PDAC], biliary tract cancer [BTC], CRC)

Progression of disease after at least 1
prior line of therapy (including
Irinotecan).

Exclusion criteria included patients
homozygous for the UGT1A1*28 allele
(UGT1A1 7/7 genotype) or
heterozygotes for UGT1A1*28
(UGT1A11 7/6 genotype)

Trial design - standard 3+3

Clinical trial information: NCT03368963

Sponsors: Taiho Oncology, Ipsen Biopharmaceuticals

| | Par 2: Expansion cobon |

DL 2: TAS-102

(25mg/m2) x 5 days
+nal-IRI (70mg/m2)

C

Starting/DL 1: TAS-102 (25mg/m2)
+ nal-IR1 (50mg/m2)

pil

Pancreatic cancer
(10-20 patients)

ﬁ

Colorectal cancer
(10-20 patients)

DL 3b: TAS-102

(35mg/m2) x 5 days
+ nal-IRI (60mg/m2)

DL 2b: TAS-102
(30mg/m2)x 5

+ nal-IR1 (60mg/m2)

days

DL 1b: TAS-102
(25mg/m?2) x 5 days
+nal-IRI (60mg/m2)

)

DL -1: TAS-102 (20mg/m?2)
+nal-IR1 (43mg/m2)

Primary objective - RP2D of the combination therapy

Day 1 Vi

WINSHIP
CANCER
INSTITUTE

EMORY

nfusion

Oral

| Drug | Frequency | Route | Treatment Period |

TAS-102 BID, Days 1-5

Olatuniji B. Alese, Walid L. Shaib, Mehmet Akce e

Cycle is 14-days RY
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AE Counts by Attributi A Grad
2021 ESMO World Congress on Gl Cancer

Definite
* 46 patients screened; 24 patients enrolled. Neutropenia
* Screen failures were due to homozygous Neutropenic fever .
UGT1A1 enzyme status that could only have ?;Zir::d;nentat'on (steroid 1 1
been determined after screening. Diarrhea 3 1
* All the patients were treatment refractory; Nausea 2 1
median age 66.5 years. Thrombocytopenia 1 0
Vomiting 2 2
* 18 CRC, 4 PDAC, 1 BTC, and 1 EA Probable
e MTD=RP2D Dehydration 1 0
Diarrhea 3 0
- TAS-102: 35mg/m2 bid on days 1-5 Fatigue 3 0
- Nal-IRl: 60mg/m2 IV on day 1 Hypomagnesemia 1 0
Loss of appetite/anorexia 2 2
Nausea 4 1
\‘ Non-neutropenic fever 1 0
Dry heaves 1 0
Vomiting 3 0
Weight loss 1 0
Most common tx related toxicities: neutropenia, nausea, fatigue,
E Male ®Female B CRC m PDAC m BTC B EA diarrhea, vomiting and anorexia. EMORY
Figure 2: Gender distribution Figure 3: Distribution of diagnoses \WSI‘HP
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Winship 4146: OniLon

e Disease control rate was 62.5%.

* One CRC patient who had had progression of disease after 4 lines of therapy, achieved
and maintained partial response (55% reduction in tumor volume) for 12 months on the
study.

* Fourteen additional patients (EA=1, BTC=1, CRC=10 and PDAC=2) had stable disease as
best response.

* A dose expansion phase Il of this study is currently enrolling PDAC patients.

Best Response (% Change) v| RECIST1.1 v

50%
0% I I l . . . e ==

EMORY
WINSHIP

EMORY | WINSHIP J— CANCER
CANCER Olatunji B. Alese, Walid L. Shaib, Mehmet Akce e INSTITUTE
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Conclusion

* Adjuvant chemotherapy is very important in reducing risk of
recurrence following resection of PDAC

* Treatment options for relapsed pancreatic cancers are expanding,
mostly due to novel molecular targets

* Additional efforts are ongoing in the discovery of predictive

biomarkers
EMORY
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REGISTRATION IS NOW OPEN!!!

Winship Cancer Institute of Emory University
presenits

11" Annual

Winship Cancer Institute
Gastrointestinal Cancer
Symposium

SATURDAY, OCTOBER 8, 2022

JW MARRIOTT ATLANTA, BUCKHEAD
3300 LENOX ROAD NE ATLANTA, GA 30326

¥ EMORY
WIMSHIP
CANCER
INSTITUTE

A registration discount
for the live or virtual
experience is available to
Winship faculty/staff,
Winship Cancer
Network affiliates,
Emory medical students,
fellows and residents.

Meeting Contact:

Shirley Miller
smill25@emory.edu / Emory
Continuing Medical Education
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