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Assessed for eligibility and consent - n=63

Excluded - n=36
- Not meeting entry criteria (n=21)
- Declined to participate (n=15)

\ 4

\ 4

Eligible and recruited - n=27

Excluded - n=1
-Later found not eligible for the study (n=1)

A

Started GEMABX - n = 26 (96%)

Not eligible for CRT - n=6 (in observation cohort)

- Screened but ineligible (disease progression)  (n=2)

- Withdrew due to toxicity (n=2)
- Withdrew due to performance status decrease (n=1)
- Withdrew at patient’s choice (n=1)

Y

Eligible for Nelfinavir with CRT — n=20 (74%)

Eligible for CRT but nelfinavir not started n=2 (in

»| observation cohort)
- Became eligible for surgery (n=1)
- Withdrew due to toxicity (n=1)

v
Patients started CRT - n=18 (67%)

v v v

750mg bd Nelfinavir - n=0 1000mg bd Nelfinavir (starting dose) — n=11 1250mg bd Nelfinavir n=7
Evaluable for dose escalation (n=9) Evaluable for dose escalation (n=4)
- DLT (n=1) - DLT (n=0)
-noDLT (n=8) -noDLT (n=4)
Not evaluable for dose escalation (n = 2) Not evaluable for dose escalation (n = 0)
Assigned to dose expansion phase (n=3)
LN g S -
T~ De-escalate -7 = Escalate -

Completed 1-year follow-up (n=10) Completed 1-year follow-up (n=4)

Died before 1-year follow-up (n=1)

Died before 1-year follow-up (n=3)

Supplementary Figure 1: CONSORT flow diagram of stage 1 of the SCALOP-2 trial.
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Supplementary figure 2: Kaplan Meier estimates for stage 2 patients receiving chemoradiotherapy
of overall survival by radiation dose in (A) patients randomized to nelfinavir and (B) patients who

were not randomized to nelfinavir.
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Supplementary figure 3: Kaplan Meier estimates for stage 2 patients receiving chemoradiotherapy
of progression free survival by nelfinavir usage in (A) patients randomized to standard dose

radiation and (B) patients randomized to high dose radiation.
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Supplementary figure 4: Global Health Status score by stage 2 treatment arm (standard versus high

dose chemoradiotherapy)
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Supplementary figure 5: Global Health Status score by stage 2 treatment arm (with or without

nelfinavir)



EQ-5D-5L index score

— — 50.4Gy in 28# —— G0Gyin 30%

CRT start CRT end Gwks post-CRT 18wks post-CRT 28wks post-CRT
504Gy 35 25 25 14 20

B0Gy 38 23 29 25 23

Supplementary figure 6: EQ-5D-5L score by stage 2 treatment arm (standard versus high dose

chemoradiotherapy)
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Supplementary figure 7: EQ-5D-5L score by stage 2 treatment arm (with or without nelfinavir)



