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[ A] Pancreas gland, surrounding str

ctures, and vascular anatomy [8] Tumaor involvement classification and resectability
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Resekabilita ca pankreatu: 4 s

Celiac trunk

Common \
hepatic artery p ) )
Unresectable Portlvei P [ .
: \ ] - Resectable pancreatic cancer
4 Pancreaticoduodenal : M Minimal or no contact with major vessels
Distant metastases arteries P '
_ _ W S '
Arterial encasement (celiac trunk, = oot gy

superior mesenteric artery or
hepatic artery)

Borderline resectable pancreatic cancer
Venous and arterial abutment or venous encasement
with arterial abutment

Venous encasement (portal or
superior mesenteric)

Venous involvement (portal or
superior mesenteric)

Attached to other organs

Locally advanced pancreatic cancer
Venous and arterial encasement

No arterial or venous involvement

Resectable

Ryan DP, et al. N Engl J Med. 2014;371(11):1039i 49
Park W et al. JAMA. 2021;326(9):851-862




Kontinuum mezi technickyr e s ek aamé mé sne k &M |

4 4 4 Locally Advanced A
RESECTABLE BORDERLINE
UNRESECTABLE
tumor resectable tumor
\ \ \ K /
v" No distant metastases v" No distant metastases v" Distant metastases
v" No tumor contact with CA, v" Solid tumor contact with v" Unreconstructible SMV/PV
SMA or CHA SMV/PV >180 ° involvement or occlusion

v" No tumor contact with SMV v" Solid tumor contact with CHA || v Solid tumor contact of >180

or PV or contact <180 ° or with SMA or CA < 180° °  with the SMA or CA

Ryan DP, et al. N Engl J Med. 2014;371(11):103971 49
Park W et al. JAMA. 2021;326(9):851-862



Definition of borderline PDAC

No: R-Type A No: R-Type A
Resectable R-Type A
Yes: BR-Type B Yes: BR-Type C
_ No: BR-Type A No: BR-Type A
Borderline resectable BR-Type A
Yes: BR-Type AB Yes: BR-Type AC
No: LA-Type A No: LA-Type A
Locally advanced LA-Type A
Yes: LA-Type AB Yes: LA-Type AC
Biological definition: CA19-9 more than 500 IU/mL

Regional lymph node metastasis (biopsy or PET-CT)
Conditional host-related definition: Depressed performance status (PS: 2 or more)

Tumour is classified based on combination of A, B, and C
(for example, a patient with both Type B and C features would be classified as Type ABC)

AThere are different anatomical definitions (arte
A Patients with low probability of RO resection margin

BR, borderline resectable; CA, cancer antigen; LA, locally advanced; PDAC, pancreatic ductal
adenocarcinoma; PET-CT, positron emission tomographyi computed tomography;
PS, performance status; R, resectable; RO, no evidence of residual tumour at resection margins. Isaji S, et al. Pancreatology. 2018;18(1):2i 11.
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NCCN Guidelines. Pancreatic Adenocarcinoma. Version 1.2020. Available at
https://www.nccn.org/professionals/physician_gls/PDF/pancreatic.pdf (Accessed March 2020).
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e\ [(e)esEborss  Practicechanging Observace -
itabi < 0,001 0,01
(n=354% PO ERMAEI gemcitabin 62,0
ESPAG 2010 t 20 ONJ Sy N FUFA 14,1 23,0 55 0
itabinujako 0,53 0,39
n=1088 gemcita Gemcitabin 14,3 ’ 23,6 ’
( ) 20+ yRI NRdz £ 50606 @ 60,0

ESPAQG 2017 Trend Gemcitabin 13,1 25,5

JAS v |l = 65,0

(n=730}° dzLnjSRy 2 a iz qzg NON, | 13,9 0,082 28,0 0,032
gem-+cape capecitabin 54,0

SEOIEZZEEINGN  Practicechanging Gemcitabin

2018 (n=493) pro MFOLFIRINOX 79,0

. < LFIRINOX < 0,0001 0,003
dz ¥AU LJ OA 91’] 66,4
APACT 2019  EEESRENT:100 A e Gemcitabin 18,8 36,2 i
(n=866}2 PELIY EIIIVEE! Gemcitabin +nab 19,4 0,18 40,5 0,045 66.0

paklitaxel '

MaracullaT. Gl Masterclas®.2021
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Neoptolemos JP et al, JAMA 2010 Neoptolemos JP et al, Lancet 2017
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A Overall survival
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HR 0-57 (95% C1 0-44-0-72); Poce sierisety <0-000L. Pypicry <0-0001
0 T T T T 1
0 1 2 3 4 5
Number at nisk
Gemcitabine 190 151 100 73 58 45
S-1 187 172 120 111 92 80

AN =385
AS140-6 0 mg
A HR pro S1 0,57
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HR 0-60 (95% C1 0-47-0-76); Pron sericery € 0-000L, P, <0-0001
0 T T T T 1
0 1 2 3 - 5
i s ibal Time since randomisation (years)
Gemcitabine 190 90 55 43 37 32
5-1 187 125 S0 73 66 61

A ByOS 43,6 vs 24,2 %
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ThelLancet, June 2016
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Pokrok v adjuvanci ca pankreatu

Apo publikaci 2 pozitivn2ch studi?2 u metastatic
gemcitabine/nab-paklitaxelt est ov8ny |1 v adjuvantn?2 i1 ndikaci

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

’ ORIGINAL ARTICLE ‘ I

ORIGINAL ARTICLE

FOLFIRINOX versus Gemcitabine Increased Survival in Pancreatic Cancer
for Metastatic Pancreatic Cancer with nab-Paclitaxel plus Gemcitabine
A oentsea | CONroy etal, N Engl J Med 2011 Von Hoff et al, N Engl ] Med 2013
“““N Hazard ratio, 0.57 (95% C1, 0.45-0.73) % St oy,
20001 bn it losuank la bagard catiofor desth 072 (95% 0 0.63-041)
z| Etude PRODIGE 24 Etude APACT
j Phase |l mFOLFIRINOX Phase |ll Gem + nab-paclitaxel
vs Gem vs Gem
NCT01526135 NCT01964430
Months ——
No. at Risk :Ml!l”l?ﬂl“lﬂﬁwv s 9 4 1 1 o

Gemcitabine 171134 89 48 28 14 7 6 Gemcitabine 430 340 220 14 5 ®© 26 15 7 3 1 O 0 0O
3

> 3 2 &% & 2
FOLFIRINOX 171 146116 81 62 34 20 13 9 5 3 2 2 2 2



Pr T | @djuvanci uca pankreatu i studie PRODIGE24:

A. Disease-free Survival B. Overall Survival
100 - 100
Stratified hazard ratio for cancer-related event, - — Modified FOLFIRINOX
;{:‘ second cancer, or death, 0.58 (95% Cl, 0.467 0.73) e\i —— Gemcitabine
= P<0.001 v
c 75 - No. of events, 314 2 751
g T
1) )
= o
2 2
= 50 - 2 50
i 2
2 2
S 25 1 L o E 25 1 Stratified hazard ratio for death,
— Modified FOLFIRINOX 004 B5% C1, 0.4810.80)
— Gemcitabine No. of deaths, 192
0 T T T T T T T T T T O T T T T T T T T T T
0 6 12 18 24 30 36 42 48 54 60 0 6 12 18 24 30 36 42 48 54 60
Months Months
No. at risk No. at risk
Modified FOLFIRINOX 247 210 156 118 80 60 46 29 21 11 2 Modified FOLFIRINOX 247 223 210 165 119 91 68 46 32 16 4
Gemcitabine 246 205 127 85 59 34 24 15 10 7 3 Gemcitabine 246 233 215 171 120 81 55 33 18 9 4
mDFS: 12.8 months vs 21.6 months, P<0.0001 mOS: 35 months vs 54.4 months, P=0.003
3y DFS 39,7 % vs 21,4 % 3yOS 66,2 % vs 51,2 %

Cl, confidence interval; mDFS, median disease-free survival; mOS, median overall survival. Conroy T, et al. N Engl J Med. 2018;379(25):2395i 406.
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Conroy T, et al. N Engl J Med. 2018;379(25):23951 406.

Modified

FOLFIRINOX Gemcitabine

Subgroup (N~247) (N~246) Unstratified Hazard Ratio (95% ClI) P Value

no. of events/total no. of patients

Sex 0.42
Male 78/142 96/135 - 0.68 (0.50-0,92)

Female 56/105 84/111 - 0.56 (0,40-0.78)

Age 0.88
<65 yr 837152 103/140 == 0.61 (0.46-0.82)
=65 yr 51/95 77/106 —_— 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 — 0.77 {0.56-1.06)

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

Yes 33/62 52/64 - 0.55 {0.35-0.85)

Tumeor location 0.89
Head 1057193 129/175 il 0.62 (0.483-0.80)

Other 28/53 47/67 P 0.62 (0.39-0.98)

Tumor grade 0.69
Well differentiated 32/70 58/79 —_-— 0.52 (0.34-0.81)
Moderately differentiated 75/124 91/125 = = 0.69 (0.51-0.93)

Poorly differentiated or undifferentiated  21/35 23/29 —— 0.62 (0.34-1.13)

Primary tumor status 082
pTL or pT2 16/31 16/25 ——t—t 0.67 (0.34-1.34)
pllorpTta 118/216 164/221 D-.-G 0.62 (0.49-0.79)

Nodal status 0.10
pNO 25755 33/61 —-—i 0.89 (0.53-1.49)
pN1 109/192 147/185 i 0.54 (0.42-0.69)

Tumor stage 031
1A or IB 3f1z 8/14 G - + 0.36 (0.10-1.38)

HA or IIB 127/226 167/226 il 0.64 (0.50-0.80)
"l or IV 4/9 5/6 b - 4 0.07 (0.01-0.61)

Status of surgical margins 0.15
RO 737148 88/134 o 0.72 (0.53-0.98)

R1 61/99 92/112 N 0.52 (0.37-0.72)

Superior-mesenteric-vein resection 0.29
No 122)228 161,221 -l 0.61 (0.48-0.77)

Yes 12/19 19/25 ] 0.92 (0.44-1.91)

Portal-vein resection 0.86
No 112/215% 145,204 HE- 0.62 (0.45-0.80)

Yesu 22/32 35/42 e 0.64 (0.37-1.11)

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

Early stopping of treatment 0.49
No 83/158 137/192 (55 0.56 (0.42-0,73)

Yes 51/80 42/51 —— 0.53 (0.35-0.81)

Overall 1347247 180/246 R 0.62 (0.49-0.77)

0.(;50 O,ZISO 1.000 4_(')00

I
0.010

Modified FOLFIRINOX
Better

Gemcitabine
Better
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Conroy T, et al. N Engl J Med. 2018;379(25):2395i 406.

Table 2. Adverse Events during Treatment (Safety Population).*

Event Modified FOLFIRINOX (N =233) Gemcitabine (N =243) P Value
Any Grade  Grade3or4  Grade 4 Any Grade Grade 3or4  Grade 4
number of patierits with event (percent)
Hematologic eventy
Low hemoglobin level 200 (84.7) 8(3.4) 0 216 (89.3) 6 (2.5) 0 0.56
Neutropenia 157 (66.5) 67 (28.4) 14 (5.9) 154 {63.6) 63 (26.0) 14 (5.8) 0.56
Febrile neutropenia 7(3.0) 7(3.0) 2 (0.8) 10 (4.1) 9(3.7) 1 (0.4) 0.64
Hyperleukocytosis 110 (46.6) 11 (4.7) 2 (0.8) 134 (55.4) 17 (7.0) 1(0.4) 0.27
Thrombocytopenia 111 (47.0) 3(1.3) 0 122 {50.4) 11 (4.5) 3(1.2) 0.03
Lymphopenia 87 (36.9) 3(1.3) 0 117 (48.3) 7(2.9) 1(0.4) 0.34
Nonhematologic eventi
Fatigue 199 (84.0) 26 (11.0) 0 187 (77.6) 11 (4.6) 0 0.009
Diarrhea 200 (84.4) 44 (18.6) 3 (1.3) 118 (49.0) 9(3.7) 0 <0.001
Nausea 187 (78.9) 13 (5.9) 0 133 (55.2) 2 (0.8) 0 0.004
Abdominal pain 111 (46.8) 8 (3.4) 0 114 (47.3) 1 (0.4) 0 0.02
Vomiting 108 (45.6) 12 (5.1) 0 70 (29.0) 3(1.2) 0 0.02
Anorexia 106 (44.7) 6 (2.5) 0 60 (24.9) 3(1.2) 0 0.34
Sensory peripheral neuropathy 145 (61.2) 22 (9.3) 2 (0.8) 21 (8.7) 0 0 <0.001
Paresthesia 136 (57.4) 30 (12.7) 0 13 (5.4) 0 0 <0.001
Weight loss 90 (38.0) 3(1.3) 0 49 (20.3) 1(0.4) 0 0.37
Fever 39 (16.5) 1(0.4) 0 78 (32.4) 1 (0.4) 0 1.00
Mucositis 80 (33.8) 6 (2.5) 0 36 (14.9) 0 0 0.01
Alopecia§ 64 (27.0) 0 — 47 (19.5) 0 — —
Hand-foot syndrome 12 (5.1) 1(0.4) 0 2 (0.8) 0 0 0.50
Thrombosis or embaolism 14 (5.9) 6 (2.5) 0 19 (7.9) 1(0.4) 0 0.07
Constipation 49 (20.7) 0 0 52 (21.6) 0 0 —
Biochemical event9
Increased alanine aminotrans- 151 (64.0) 10 (4.2) 0 178 (73.6) 12 (5.0) 0 0.71
ferase level
Increased aspartate aminotrans- 158 (66.9) 9(3.3) 1 {0.4) 167 (69.0) 8(3.3) 0 0.76
ferase level
Increased alkaline phosphatase 173 (73.6) 5(2.1) 0 111 (45.9) 5{2.1) 0 1.00
level
ln(r;asTd v-glutamyltransferase 150 (65.2) 42 (18.3) 6 (2.6) 110 (46.0) 20 (8.4) 3 (1.3) 0.002
ve
Hyperglycemia 59 (24.9) 7(3.0) 0 59 (24.4) 5(2.1) 0 0.53
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Toxicita:
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hem
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toxicity a
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15vs 0 %
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Evénements, n (%) NAS-P + Gem
T (N=429)
Patients with 21 grade 2 3
38 286 (68

Safety summary ' TEAE ‘ ) (60)

Patients with 21 serious TEAE 176 (41) 96 (23)

Any hematologic TEAEs 250 (58) 204 (48)
Grade 23 hematologic TEAEs| Neutropenia 212 (49) 184 (43)
(occuring in 25% of patients in Anemia 63 (15) 33(8)
vt usiont s} Leukopenia 36 (8) 20(5)

Febrile 21(5 4(1

Peripheral neuropathy (SMQ) 64 (15) 0
Grade 23 nonhematologic | Fatigue 43 (10) 13 (3)
TEAEs .
itk RPN L. 20) 4(1)
eiteher treatment arm) ' Asthenia 21 (5) 8(2)

Hypertension 17 (4) 27 (6)

Tempero M et al. ASCO 2019; abstract No. 4000
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CONKO-001 Trial?

Disease-free Survival

100
—— Gemcitabine
80 - —— Observation
o\°_ 60 - DFS: 13.4 months vs 6.7 months
‘_;5 HR: 0.55, P<0.001
2
@A 40 7
20 A
0 T T T T 1
0 2 4 6 8 10
Years
No. at risk
Gemcitabine 179 52 32 26 20 12
Observation 175 26 12 11 8 6

Follow-up time: 136 months

Overall Survival

—— Gemcitabine
—— Observation

OS: HR 0.76, P=0.01

5-year OS: 20.7% vs 10.4%
10-year OS: 12.2%vs 7.7%

100
80 A
S 60 A
T
>
=
@A 40 1
20
0
0
No. at risk

Gemcitabine 179
Observation 175

2 4 6 8
Years

87 47 31 24

70 22 14 9

mOS: 22.8 months vs 20.2 months
in the observation group

ESPAC-4 Trial?

Overall Survival

100 ——— Gemcitabine-positive Median survival time: 23.0 months
(95% ClI 21.6i 26.2)
90 + —— Gemcitabine-negative ~ Median survival time: 27.9 months
(95% ClI 23.8i 34.6)
80 - — Gemcitabine plus Median survival time: 23.7 months
capecitabine-positive (95% CI120.7i 27.1)
——— Gemcitabine plus Median survival time: 39.5 months
70 capecitabine-negative ~ (95% CI 32.0i 58.0)
<
S 60 7
©
i e
>
S
>
N 40 A
30 A
20 A
10 A
X2(1) trend = 14.83, P=0.001
0 T T T T T T T 1
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No. at risk
Gemcitabine-positive 219 178 118 58 31 12 3 1 0
Gemcitabine-negative 147 124 89 51 30 15 6 2 0
Gemcitabine plus 551 193 194 71 42 20 6 3 1
capecitabine-positive
Gemcitabine plus 143 135 95 68 41 30 13 7 0

capecitabine-negative

mOS in RO patients: 27.9 months (gemcitabine arm) vs
39.5 months (gemcitabine plus capecitabine arm)

DFS, disease-free survival; HR, hazard ratio; mOS, median overall survival; OS, overall survival;

RO, no evidence of residual tumour at resection margins.

1. Oettle H, et al. JAMA. 2013; 310(14):1473i 81,
2. Neoptolemos JP, et al. Lancet. 2017:389(10073);10111 24.
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1. Ducreux M, et al. Ann Oncol. 2015;26(suppl_5):v56i 68;

ASCO, American Society of Clinical Oncology; DFS, disease-free survival; 2. NCCN Guidelines. Pancreatic Adenocarcinoma. Version 1.2022. Available at
ESMO, European Society for Medical Oncology; HR, hazard ratio; https://www.nccn.org/professionals/physician_gls/PDF/pancreatic.pdf (Accessed March 2022);
N1, evidence of tumour in lymph nodes; NCCN, National Comprehensive Cancer Network; 3. Khorana AA, et al. J Clin Oncol. 2019;37(23):2082i 8;

R1, microscopic residual tumour at resection margins. 4. Conroy T, et al. N Engl J Med. 2018;379(25):2395i 406.
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esectable pancreatic cancer
Minimal or no contact with major vessels

Borderline resectable pancreatic cancer
Venous and arterial abutment or venous encasement
with arterial abutment

Locally advanced pancreatic cancer
Venous and arterial encasement
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