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Fig. 1 Treatment framework of pancreatic cancer
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:E 75 \\\ ~ Chemotherapy :g
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0 . . 40
B R s W %01 HR 0.57 (95% CI: 044-0.72)
b ik P . <00001,P . <0.0001
N 235 176 98 53 33 T T T T 1 mo s . s . g
2819 13 81 64 Years from randomization #Y6r Mo af risk § o T 4 3
GEM 190 151 100 73 58 45
S-1 187 172 130 111 92 80
ESPAC-1 CONKO-001 RTOG 9704 ESPAC3 JASPACI
2001 2007 2008 2010 2016
C @ ) N\ O
2 \ \ \
5-FU vs OBS GEM vs OBS RT+G;3m vs RT+5-FU GEM vs 5-FU GEM vs §-1
OS 19.7 months vs 14.0 months OS 21.1 months vs 20.2 months OS 20.5 months vs 16.9 months ~ OS 23.6 months vs 23.0 months OS 25.5 months vs 46.5 months

DFS 13.4 months vs 6.9 months
5-year OS rate 21% vs 9%
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No. at risk

GEM

OBS

179 128 73 36 23 14 9 2
175 126 61 25 12 8 4 1

DFS 14.3 months vs 14.1 months RFS 11.3 months vs 22.9 months

5-year OS rate 17.5% vs 15.9% 5-year OS rate 24.4% vs 44.1%
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Time prom resection, t'month

No. at risk
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551 413 249 109 36 15
537 415 251 103 42 13
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Fig. 2 Transition of pancreatic cancer adjuvant treatment
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Tab.1 PRODIGE 24-ACCORD research termination rules based

on toxic deaths

(n)

Number of observed toxic deaths Number of patients included in the
leading to inclusion stop experimental arm

2 9
3 35
4 61
5 88

WRIT T E T, Wb IE 2G4 SR P
flli€1 000 mg/m?; KA Aby7 41 % H V0 Rl 40
85 mg/m?, WHR400 mg/m?, 7 i HE150 mg/m?,
FIRBENE2.4 g/m?) 558 MAERRIT240E, Z
Je BT R 24 N RE3AS A TR FIC A 19-9 197
i, 24EZJ5 B60 H #EAT Mg MICA19-9 1y PEA
(E3) .

| Resected pancreatic adenocarcinoma

I Randomization |

— /

gemcitabine

Gemcitabine 1 000 mg/m? (24 weeks)
every week, during 3 weeks+1 week of rest

\ —

mFOLFIRINOX

mFOLFIRINOX (24 weeks)
every 14 d, 12 cycles

-

Tumour evaluation + CA19-9
at 3 months=12 weeks

.

Tumour evaluation + CA19-9
at 6 months=24 weeks

Tumour evaluation + CA19-9 every
3 months during 2 years and every
6 months for the next 3 years
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Fig.3 Treatment and follow-up procedures
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( HR=0.58, 95% CI: 0.46~0.73) . REWIT

493 patients underwent randomization

¥

2 had metastatic disease at enrollment
and were included in error
21 had unknown reason

247 were assigned to receive 246 were assigned to receive
mFOLFIRINOX gemcitabine
238 received mFOLFIRINOX 243 received gemcitabine
9 did not receive 3 did not receive gemcitabine
mFOLFIRINOX 1 withdrew consent
6 withdrew consent 1 had metastatic disease
2 had metastatic disease 1 died
1 was withdrawn by physician
¥ r
80 discontinued treatment 51 discontinued treatment
15 had relapse 26 had relapse
21 had adverse event 21 had adverse event o
7 were withdrawn by physician 2 were withdrawn by physician
13 withdrew 2 withdrew
: : 2 had intercurrent disease
1 had int t di
e Sh i 8 had unknown reason

L

247 were included in the intention-
to-treatment population

238 were included in the safety
population

246 were included in the intention-
to-treatment population

243 were included in the safety
population

4 BERRNAINETERL

Fig. 4 Randomization and treatment of the patients
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HAEI ) 2% A et X (KEs) L F

A
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3
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g 2 P e
8
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B 0 6 12 18 24 30 36 42 48 54 60
t/month
No. at risk
mFOLFIRINOX 247 210 156 118 80 60 46 29 21 11 2
Gemcitabine 246 205 127 85 59 34 24 15 10 F 3
C
mMFOLFIRINOX Gemcitabine
100 Stratified HR=0.59 (95% CT: 0.16-0.75)
X P<0.000
% Events: 273
g 75
8 50
&
2
3 25
S % T R &k & % % & & H D
t/month
Number at risk
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94 71 36 3
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LR E R,

No. at risk

100
o
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2 75
C
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£ 25
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g No. of deaths, 192
& 0+ 7 T T T T T T T T T
& 0 6 12 18 24 30 36 42 48 54 60
t/month
247 223 210 165 19 91 68 46 32 16 4
Gemcitabine 246 223 215 171 120 8 55 33 18 9 4
D mFOLFIRINOX Gemoitabine

Stratified HR=0.63 (95% CI: 0.47-0.85)
Events: 180

75

50-

25

Cancer-specific survival/%

T 1 8 % 0 3% & B % @
t/month
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Fig. 5 Comparison of DFS, OS, metastasis-free survival and cancer-specific survival between mFOLFIRINOX and gemcitabine groups

A: DFS; B: OS; C: Metastasis-free survival; D: Cancer-specific survival
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75.8%IM B HETER KA dH T FOLFIRINOX /7 4,
i FFOLFIRINOX J7 & 75 W 303 i i g v ) 3R 5 4
POR, X —HEERFOSH LR AEFIE A TR K

(FdZER L) 2019452955 5M

Ferr, H P IEA T AIDFS (12.840 1 ) 5 H A
BEAERFIT 45 5 (11.0~13.00 1 ) X4, {Hr
OSTET Pafthiel (35/1-H ) BB K FREENFFT

(20~26H, 3£4) o AlREZ N EPIMbIEL]  48TF (£5) .
Subgroup mF%I:,E%I;OX Ge(}‘;:‘;:';‘)ne Unstratified HR (95% CI) Pvalue
Number of events/total number of patients

Gender 042
Male 78/142 96/135 i 0.68 (0.50-0.92)

Female 58/105 84/111 — 0.56 (0.40-0.78)

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

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

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

Diabetes 0.59
No 100/183 123177 HEH 0.66 (0.50-0.86)

Yes 33/62 52/64 —— 0.55 (0.35-0.85)

Tumor location 0.89
Head 105/193 129/175 HilH 0.62 (0.48-0.80)

Other 28/53 47/67 —— 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 —HlH 0.69 (0.51-0.93)

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

Primary tumor status 0.82
pT, orpT, 16/31 16/25 ——— 0.67 (0.34-1.34)
pT,orpT, 118/216 164/221 HEH 0.62 (0.49-0.79)

Nodal status 0.10
pN, 25/55 33/61 e 0.89 (0.53-1.49)

PN, 109/192 147/185 HEH 0.54(0.42-0.69) |
Tumor stage 031
IAor IB 3/12 8/14 —_— 0.36(0.10-1.38)
MAor IB 127/226 167/226 0.64(0.50-0.80)
IMor IV 4/9 5/6 F = 0.07(0.01-0.61)

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

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

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

Yes 12/19 19/25 —— 0.52(0.44-1.91)

Portal-vein resection 0.86
No 112/215 145/204 HElH 0.62(0.49-0.80)

Yes 22/32 35/42 0.64(0.37-1.11)

Postoperative CA 19-9 level z/(U-mL") 0.85
<90 123/231 166/226 HEH 0.61(0.48-0.77)
>90 11/16 14/20 i 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 42/51 —— 0.53(0.35-0.81)

Overall 134/247 180/246 ‘ ‘ " 0.62(0.49-0.77)

0010 0050 0250 1.000  4.000
mFOLFIRINOX better Gemcitabine better
B 6 ATz mER

Fig. 6 Factors influencing treatment benefit
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Tab.2 Adverse events during treatment*
[n (%) ]
Modified FOLFIRINOX (N=238) Gemcitabine (N=243)
Event P value
Any grade Grade3or4  Grade 4 Any grade Grade3 or4  Grade 4
Hematologic event
Low hemoglobin level 200 (84.7) 8(3.4) 0(0.0) 216 (89.3) 6(2.5) 0(0.0) 0.560
Neutropenia 157 (66.5) 67 (28.4) 14 (5.9) 154 (63.6) 63 (26.0) 14 (5.8) 0.560
Febrile neutropenia 7(3.0) 7(3.0) 2(0.8) 10 (4.1) 9.7 1(0.4) 0.640
Hyperleukocytosis 110 (46.6) 11 (4.7) 2(0.8) 134 (55.4) 17 (7.0) 1(0.4) 0.270
Thrombocytopenia 111 (47.0) 3(1.3) 0(0.0) 122 (50.4) 11 (4.5) 3(1.2) 0.030
Lymphopenia 87 (36.9) 3(1.3) 0(0.0) 117 (48.3) 7(2.9) 1(0.4) 0.340
Nonhematologic event'
Fatigue 199 (84.0) 26 (11.0) 0(0.0) 187 (77.6) 11 (4.6) 0(0.0) 0.009
Diarrhea 200 (84.4) 44 (18.6) 3(1.3) 118 (49.0) 9(3.7) 0(0.0) <0.001
Nausea 187 (78.9) 13 (5.5) 0(0.0) 133 (55.2) 2(0.8) 0(0.0) 0.004
Abdominal pain 111 (46.8) 8(3.4) 0(0.0) 114 (47.3) 1(0.4) 0(0.0) 0.020
Vomiting 108 (45.6) 12 (5.1) 0(0.0) 70 (29.0) 3(1.2) 0(0.0) 0.020
Anorexia 106 (44.7) 6(2.5) 0(0.0) 60 (24.9) 3(1.2) 0(0.0) 0.340
Sensory peripheral neuropathy 145 (61.2) 22(9.3) 2(0.8) 21 (8.7) 0 0(0.0) <0.001
Paresthesia 136 (57.4) 30 (12.7) 0(0.0) 13(5.4) 0 0(0.0) <0.001
Weight loss 90 (38.0) 3(1.3) 0(0.0) 49 (20.3) 1(0.4) 0(0.0) 0.370
Fever 39 (16.5) 1(0.4) 0(0.0) 78 (32.4) 1(0.4) 0(0.0) 1.000
Mucositis 80 (33.8) 6(2.5) 0(0.0) 36 (14.9) 0 0(0.0) 0.010
Alopecia® 64 (27.0) 0 - 47 (19.5) 0 - -
Hand-foot syndrome 12(5.1) 1(0.4) 0(0.0) 2(0.8) 0 0(0.0) 0.500
Thrombosis or embolism 14 (5.9) 6(2.5) 0(0.0) 19 (7.9) 1(0.4) 0(0.0) 0.070
Constipation 49 (20.7) 0 0(0.0) 52(21.6) 0 0(0.0) -
Biochemical event'
Increased alanine aminotransferase level 151 (64.0) 10 (4.2) 0(0.0) 178 (73.6) 12 (5.0) 0(0.0) 0.710
Increased aspartate aminotransferase level 158 (66.9) 9(3.8) 1(0.4) 167 (69.0) 8(3.3) 0 (0.0) 0.760
Increased alkaline phosphatase level 173 (73.6) 5(2.1) 0(0.0) 111 (45.9) 5(2.1) 0(0.0) 1.000
Increased y-glutamyltransferase level 150 (65.2) 42 (18.3) 6 (2.6) 110 (46.0) 20 (8.4) 3(1.3) 0.002
Hyperglycemia 59 (24.9) 7(3.0) 0(0.0) 59 (24.4) 52.1) 0(0.0) 0.530

": Per the protocol, in the mFOLFIRINOX group, 90 patients (37.8%) received irinotecan at a dose of more than 175 mg/m’ of body-surface area,
24 (10.1%) received irinotecan at a dose of 155 to 175 mg/m’, and 124 (52.1%) received irinotecan at a dose of less than 155 mg/m”. Data did not
include 1 patient in each group who did not have safety data; these patients received 1 cycle of treatment and then withdrew consent. Safety data
were calculated on the basis of the available data (see below). P values were for the between-group comparisons of rates of events of grade 3 or 4.
" Data regarding the hemoglobin level, neutrophil or granulocyte counts, hyperleukocytosis, platelet count, and lymphocyte count were missing for
2 patients in the mFOLFIRINOX group and for 1 in the gemcitabine group, and data regarding febrile neutropenia for one in each group. *: Data
regarding nonhematologic events were missing for 1 patient in the mFOLFIRINOX group and for 2 in the gemcitabine group. ¥: There was no grade
4 classification for alopecia. *: Data regarding the alanine aminotransferase and aspartate aminotransferase levels were missing for two patients in the
mFOLFIRINOX group and for 1 in the gemcitabine group; data regarding the alkaline phosphatase level for 3 and 1, respectively; data regarding the
y-glutamyltransferase level for 8 and 4, respectively; and data regarding hyperglycemia for 1 in each group.
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Tab.3 Multivariate analysis of prognostic factors for DFS

+

Variable (N=462) HR 95% CI* P value
Treatment arm 0.48-0.76 <0.001
Gemcitabine 1.00
mFOLFIRINOX 0.60
Tumor grade’ 1.11-1.85 <0.001
Well differentiated 1.00
Moderately/poorly differentiated/undifferentiated 1.43
Portal vein resection’ 1.04-1.91 0.030
No 1.00
Yes 1.41

": Stratified according to lymph node status [ pN, (<12 lymph nodes examined vs =12 lymph nodes examlned) vs pN, | , resection margins status (RO
vs R1) and postoperative serum CA19-9 at inclusion (<90 U/mL vs 91-180 U/mL); ": Likelihood-ratio test; : Pathology reports centralized review

* 4 HFEMRAAAEARFHRHFHDFSE50S
Tab.4 DFS and OS of gemcitabine group in different studies

Studies CONKO-001 RTOG 9704 ESPAC3 JASPACI1 ESPAC4 PRODIGE 24-ACCORD
DFS #/month 13.4 - 14.3 11.3 13.1 12.8
OS #/month 22.1 20.5 23.6 25.5 25.5 35.0

%5 PRODIGE 24-ACCORDMR M EEEELEAT AR
Tab.5 Treatments after relapse of pancreatic cancer in PRODIGE 24-ACCORD research*

[n(%)]
Treatment mFOLFIRINOX (N=127) Gemcitabine (N=169)
Chemotherapy% 80 (63.0) 128 (75.7)
FOLFIRINOX 9 (11.5) 97 (75.8)
Gemcitabine 38 (47.5) 2 (1.6)
Gemcitabine+nab-paclitaxel 23 (28.7) 7(5.5)
Other gemcitabine-based 2 (2.5) 0(0.0)
FOLFOX/XELOX 2(2.5) 16 (12.5)
FOLFIRI 4 (5.0) 0(0.0)
Capecitabine 1(1.2) 2 (1.6)
LVSFU2 1(1.2) 4(3.1)
(Chemo)radiotherapy 16 (12.6) 10 (5.9)
Surgery 6(4.7) 8(4.7)
No treatment 13 (10.2) 10 (5.9)
Missing data 12 (9.5) 13(7.7)

" Only the first treatment administered after relapse (excluding second cancers and deaths as first event) was taken into account; ": P=0.160 between

groups
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Tab. 6 Treatment exposure in the safety population

[n (%) ]
Variable mFOLFIRINOX (N=238) Gemcitabine (N=243)
Duration of treatment #/week
Median 24.6 24
Range 2.0-36.6 3.0-36.0
Planned drug administrations 12 18
Actual drug administrations
Median 12 18
Range 1-12 1-18
Received all cycles of chemotherapy™ 158 (66.4) 192 (79.0)
Relative dose intensity20.70‘ 116 (48.7) 222 (91.4)
Treatment modification
Delay’ 157 (66.0) 95(39.1)
Dose modification” 211 (88.7) 121 (49.8)
Delay and dose modification 149 (62.6) 54 (22.2)
Treatment stopped prematurely” 80 (33.6) 51 (21.0)
Relapse 15 (6.3) 26 (10.7)
Toxicity 21 (8.8) 11 (4.5)
Patient’s decision 13 (5.5) 2 (0.8)
Principal investigator’s decision 7(2.9) 2 (0.8)
Other 3(1.3) 2(0.8)
Missing 21(8.8) 8(3.3)

" P<0.001; "": P=0.002
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