Supplementary Table 1. First line treatmentsforpatientsincluded in the final analysis.

First line FOLFIRINOX FOLFOX FOLFIRI
chemotherapy n. patients (%) n. patients (%) n. patients (%)
Gemcitabine 0 0 0
Gemcitabine + 15 (100%) 31 (97%) 30 (100%)
Nab-paclitaxel

Gemcitabine + 0 1 (3%) 0
Capecitabine

Gemcitabine + 0 0 0
Oxaliplatin

Supplementary Figure 1. Forest plot of the Treatmenteffect on PFS in Subgroup analysis. (a) Forest plot of the
Treatment effect on PFS between FOLFIRINOX and FOLFOX-6. (b) Forest plot of the Treatmenteffect on PFS
between FOLFIRINOX and FOLFIRI. (c) Forest plot of the Treatment effect on PFS between FOLFOX-6 and
FOLFIRI.
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t]
Male 6 6 16 17 + 1.18 [0.04;3291] 3.8% 4.0%
Female 8 9 13 15 e E— 123 [0.10;15.87] 6.3% 6.8%
Age </=65 12. 13 19 20 —-v-h— 063 [0.04;11.08] 6.7% 5.4%
Age >65 2 2 10 12 + 1.19 [0.04;3343] 3.8% 4.0%
Neoadjuvant CT Yes 0 0 2 3 |§ 0.0% 0.0%
Neoadjuvant CT NO 14 15 27 29 —— 1.04 [0.09;1245] 7.1% 7.2%
Adjuvant CT Yes 0 0 3 4 |§ 0.0% 0.0%
Adjuvant CT Yes 14 15 26 28 —— 1.08 [0.09;12.95] 7.0% 72%
ECOG 1stline 0 12 13 16 17 —R 0.75 [0.04;13.24] 6.2% 5.4%
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CA19,9 PD < 37UI/mL 0 0 2i 12 0.0% 0.0%
CA19,9 PD > 37Ul/mL 9 9 16 19 —p—+=——403 [0.19;86.72) 3.2% 4.7%
H
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Study Events Total
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Neoadjuvant CT Yes 0 0
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ECOG 2ndline 0 0 N
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Experimental Control
Study Events Total Events Total
Male 16 17 18 18
Female 13 15 12 12
Age </=65 19 20 122 12
Age >65 10 12 18 18
Neoadjuvant CT Yes 2 3 4 4
Neoadjuvant CT NO 21 29 26 26
Adjuvant CT Yes 3 4 6 6
Adjuvant CT Yes 26 28 24 24
ECOG 1stline 0 16 17 17 17
ECOG 1stline 1 13 15 13 13
ECOG 2nd line 0 8 8 4 4
ECOG 2nline 1 18 21 255 25
Biliary stent Yes 3 4 3 3
Biliary stent No 26 28 2 2r
Stage at diagnosis II-Il 3 4 3 3
Stage at diagnosis IV 26 28 27 2
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CA19,9 Baseline > 37Ul/mL 25 26 24 24
CA19,9 Best response </= 37Ul/mL 3 5 2 2
CA19,9 Best response > 37Ul/mL 23 24 25 25
CA19,9 PD < 37UI/mL 2 2 2 2
CA19,9 PD > 37UI/mL 16 19 23 23
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Supplementary Figure 2. Forest plot of the Treatment effect on OS1 in Subgroup analysis. (a) Forest plot of the
Treatmenteffecton OS1 between FOLFIRINOX and FOLFOX-6. (b) Forest plot of the Treatment effect on OS1
between FOLFIRINOX and FOLFIRI.
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Supplementary Figure 3. Forest plot of the Treatment effect on OS2 in Subgroup analysis. (a) Forest plot of the
Treatment effect on OS2 between FOLFIRINOX and FOLFOX-6. (b) Forest plot of the Treatment effect on OS2
between FOLFIRINOX and FOLFIRI. (c) Forest plot of the Treatment effect on OS2 between FOLFOX-6 and

FOLFIRI.
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Adjuvant CT Yes 0 0 3 4
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