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Supplementary Methodsla. Search terms for studies comparing neoadjuvant therapy versus surgery
first and adjuvant therapy.
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Supplementary Methods1b: Search terms for randomized control trials: surgery only versus surgery
and adjuvant therapy.
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Supplementary Figurela: PRISMA flow chart: neoadjuvant therapy versus surgery first and adjuvant
therapy

Records identified through Additional records identified through
database searching other sources
(n=14224) (n =151)

Records after duplicates removed

(n=10,554)
\ 4
Records screened Records excluded
(n=10,554) > (n=10102)
\ 4
Full-text articles excluded,
Full-text articles assessed with reasons:
for e_IigibiIity —— | duplicates/not relevant
(n=452) n=366
did not meet inclusion
criteria n=56
v did not report on
o _ resectable only cases of
Studies included in pancreatic cancer n=21
qualitative synthesis
(n=9)

A 4

Studies included in
quantitative synthesis
(n=9)




Screening Identification

Eligibility

Included

Supplementary Figurelb: PRISMA flow chart: surgery first and adjuvant therapy versus surgery only
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Supplementary Tablela: Summary of included studies. Summary of studies comparing neoadjuvant

therapy versus surgery first and adjuvant therapy.

Study Study Randomise | Centre NAT treatment | Total No. NAT Total No. SFadj ROBINS
Type d Regime in patient in NAT | arm patients arm -I risk of
addition to arm Overall SFadj arm | Overall bias
radiotherapy Survival Survival assessme
in in nt
months months
for RPC
Golche | PhaseIT Yes Multiple Gemcitabine/ 31 17.4 33 14.4 Low
retal., cisplatin
2015%
Vento Phase 1T No Single Gemcitabine 22 30.2 25 359 Moderate
etal.,
2007
Ielpo et | Prospecti | No Single Gemcitabine 19 21.65 36 22.1 Moderate
al., ve +Nabpaclitaxel
2017
Roland | Prospecti | No Single Gemcitabine, 5- | 222 85 Moderate
etal., ve FU or
2015% capecitabine
DeGus | Retrospe | No Multiple NAT: no further | 332 26 11316 24.5 Moderate
etal., ctive (cancer details given /Serious
2017 registry)
Mokda | Retrospe | No Multiple NAT: no further | 2005 26 6015 21 Moderate
detal, | ctive (cancer details given /Serious
2017* registry)
Tzeng Prospecti | No Single NAT: no further | 115 28 62 253 Moderate
etal., ve details given /Serious
2014%
Fujii et | Prospecti | No Single S1+5- 40 24 416 23 Moderate
al., ve FU-+oteracil and /Serious
2016™ gimeracil
Papalez | Retrospe | No Single 5-FU 144 15 92 13 Moderate
ova et ctive /Serious
al.,
20127




Supplementary Tablelb: Summary of included studies. Summary of randomized controlled trials
comparing upfront and adjuvant therapy versus surgery only.

Study Adjuvant Adjuvant No. SFadj arm | Overall No. Surgery Overall
Regime chemotherapy survival in Only arm survival in
agents months SFadj surgery only

arm arm

Ueno et al., CT Gemcitabine 58 223 60 18.4

2009

Oecttle et al., CT Gemcitabine 179 22.8 175 20.2

2013%

Kosuge et al., CT Cisplatin + 5- 45 12.5 44 15.8

2006" FU

Smeenk et al., CRT 5-FU 110 21.6 108 19.2

2007

Morak et al., CRT 5-FU+folic 59 19 61 18

2008" acid+

mitoxantrone +
cisplatin




Supplementary Figure2a: Assessment of risk of bias. Assessment of the risk of bias of studies
comparing neoadjuvant therapy versus upfront surgery and adjuvant therapy for the treatment of
resectable pancreatic cancer.
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Supplementary Figure2b: Assessment of risk of bias. Assessment of the risk of bias of randomized
controlled trials comparing upfront surgery and adjuvant therapy versus surgery only for resectable
pancreatic cancer.
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Supplementary Figure3a: Results for 1-year survival. Results of fixed effects and random effects

(vague prior) models.
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Supplementary Figure3b: Results for 1-year survival. League table based on Results of fixed effects
and random effects (vague prior) models. Where the displayed odds ratio is greater than 1, treatment at

top left is superior.
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Supplementary Figure3c: Results for 1-year survival. Rankogram summarizing SUCRA scores
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Supplementary Figureda: Results for 2-year survival. Results of fixed effects and random effects
(vague prior) models.
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Supplementary Figuredb: Results for 4-year survival. League table based on Results of fixed effects
and random effects (vague prior) models. Where the displayed odds ratio is greater than 1, treatment at

top left is superior.
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Supplementary Figuredc: Results for 2-year survival. Rankogram summarizing SUCRA scores
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Supplementary FigureSa: Results for 3-year survival. Results of fixed effects and random effects
(vague prior) models.
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Supplementary FigureSb: Results for 3-year survival. League table based on Results of fixed effects
and random effects (vague prior) models. Where the displayed odds ratio is greater than 1, treatment at

top left is superior.
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Supplementary FigureSc: Results for 3-year survival. Rankogram summarizing SUCRA scores
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Supplementary Figure6a: Results for 5-year survival. Results of fixed effects and random effects
(vague prior) models.
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Supplementary Figure6b: Results for 5-year survival. League table based on Results of fixed effects
and random effects (vague prior) models. Where the displayed odds ratio is greater than 1, treatment at

top left is superior.
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Supplementary Figure6c: Results for 5-year survival. Rankogram summarizing SUCRA scores
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Supplementary Figure7: GRADE assessment of strength of recommendations. An assessment of the
strength of overall recommendations from the network meta-analysis according to the GRADE

assessment criteria.

CRITERIA

PROBLEM
DESIRABLE EFFECTS
UNDESIRABLE EFFECTS

CERTAINTY OF EVIDENCE

VALUES

BALANCE OF EFFECTS

ACCEPTABILITY

FEASIBILITY

SUMMARY OF JUDGEMENTS

No Probably no Probably yes Yes
Trivial Small Large
Large Moderate Small Trivial

Very low Low Moderate High

Possibly important Probably no important
uncertainty or uncertainty or
variability variability

Important uncertainty No important

or variability uncertainty or variabi

Does not favor
Favors the Probably favors either the Probably favors Favors the
comparison the comparison intervention or the the intervention intervention

companson

No Probably no Probably yes

<
)

No Probably no Probably yes

Lity
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