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STUDY SUMMARY

Title

CIPHER: A Prospective, Multi-Center Randomized Phase 3 Trial of

Carbon lon versus Conventional Radiation Therapy for Locally

Short Title

CIPHER: Randomized Trial of Carbon Versus Photon Radiotherapy

Protocol Number

N/A

Phase

Phase llI

Methodology

Randomized (non-blinded) controlled trial

Study Duration

3 years

Study Center(s)

Multi-center (4 centers)

Obijectives

Brief statement of primary study objectives

Number of Subjects

103

Diagnosis and Main
Inclusion Criteria

Locally advanced, unresectable pancreatic adenocarcinoma, with the
distance between cancer and bowel 3 mm or more

Study Product(s), Dose,
Route, Regimen

Carbon ion radiation therapy (delivered in Japan or Italy)

Duration of administration

3 weeks

Reference therapy

Intensity modulated radiation therapy (delivered at UTSW, Japan, or

Statistical Methodology

Eligible patients will be randomized in a 2:1 fashion (carbon:photon)
between carbon ion radiotherapy or intensity modulated radiation therapy.
Assuming a 10% dropout risk, the study will have 80% power to detect an
increase in 2 year survival from 22% to 48% with carbon ion radiotherapy.

STUDY SCHEMA

Randomization

Stratify by carbon
site (Japan or
Europe) and
anatomic site
(head or other)

Arm A:

Zarbon lon
Radiotherapy (552 or
AT B yEin 12
fractions) plus
concurrent gemcitabine,

Follow for overall

followed by i, survival, time to local
chernotherapy failure, progression-

free survival, and
Arm B- o city

Zonventional
Radiotherapy (504 Gy
in 28 fractions) plus
concurrent gemcitabine,
followed by
chemotherapy™

=552 Gy in Japan; 576 GyE in Europe: biologically effective doses are identical
**4 gycles of gemcitabine + nab-paclitaxel, or until progression orintolerance of therapy
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