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Protocol No. :BZM-ALL-1

A phase | study for the safety and pharmacokinetics of
Bortezomib in combination chemotherapy
in pediatric and young adult patients
with relapsed/refractory acute lymphocytic leukemia

Investigator-initiated registration trial

Chitose Ogawa, M.D.
Department of Pediatric Oncology
National Cancer Center Hospital, JAPAN

Background

* We had thought to participate in IntReALL HR and to get the
inSlIJranc? approval of bortezomib(BZM) in Japan by using the
trial results.

* We consulted our plan to PMDA(Pharmaceuticals and
Medical Devices Agency: Japanese EMA/FDA), because
agreement with PMDA is required before beginning of
registration trial for approval.

» We showed IntReALL and explained to use the induction rate
in Japan as application material. However, they required us to
use some familiar regimen in Japan as a backbone regimen
for registration trial. We treat relapsed ALL patients by ALL-
REZ-BFM now, but, it may be too toxic to add BZM to F1
because of 1g/36h-MTX.

*  We had to choose our previous induction regimen for
relapsed ALL.

- 223 -




Backbone regimen for BZM

The induction regimen consists of five agents (PSL, VCR, L-
asp, CPA, DNR).

We had used this as the induction for

» Frontline ALL in Tokyo CCSG L99-15
» Relapsed ALL in Tokyo CCSG R01-02
» Frontline ALL in JPLSG Ph-04

Backbone regimen for BZM

Week 0 1 2 3 4 5 6
L | | | | | |
[ [ [ [ | | [
Day 1 8 15 22 29 36 43
psL | e
VCR | | | @ |
omit
cPA| omit
“TATY omit 2
DNR [\ iy
NI I O I e
MHC IT @ &) £
Prednisone(PSL), 60mg/m? PO or IV Day1-42(taper days 36 to 42)
Vincristine(VCR), 1.5mg/m? IV Day 8,15,22,29,36
Cyclophosphamide(CPA), 1000mg/m?2 DIV Day 9,30
Daunorubicin(DNR), 25mg/m? DIV Day 10,11,31,32
L—-asparaginase(L—ASP), 6000U/m? DIV Day 16,18,20,23,25,27,30,32,34
olriple intrathecal therapy(TIT) Day 8,22,36
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® Qutline of the BZM-ALL-1

Objectives of phase | registration trial

B To evaluate the tolerability and safety of Bortezomib
with combination chemotherapy in pediatric and
young adult patients with relapse/refractory ALL,
and to evaluate the pharmacokinetics of Bortezomib
administered concurrently.

B To evaluate complete remission and minimal
residual disease (MRD) after induction therapy.

After completion of Phase |, we move to phase Il for
the patients with the first early relapsed ALL.

° e
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Study design

Single arm, Non-randomized, Open, Uncontrolled, 3+3 design

Cohort 1 Cohort 2 Cohort 3 MTD
e Iy MTD
{ 1.3B:xmz > —{ oo |- 1.3mg/m?

MTD
1.0mg/m?

MTD
<1.0mg/m?

Target sample size

3 — 12 cases

Trial period
From Dec /2014 to Jun /2015

Institution

« St. Luke's International Hospital
» National Hospital Organization Nagoya Medical Center

Financial support

Health and Labour Sciences Research Grant,
supported by Ministry of Health, Labour and Welfare

e3
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