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ABSTRACT

Ak BAEAIIYMITLEERGEER

Jay ]I[ *E g-t %ﬁ The standard treatment for patients with multiple myeloma who are not candidates
Aa>n for high-dose therapy is melphalan and prednisone. This phase 3 study compared

BACKGROUND

. the use of melphalan and prednisone with or without bortezomib in previously un-
M Pvgﬁ3441§u M Pgﬁ ;ﬁ 3 3815“ treated patients with multiple myeloma who were ineligible for high-dose therapy.

METHODS

22’7‘ IE (3 D bs j / \ 7 < 7 ﬁ :": 7 )( | J jj ) We randomly assigned 682 patients to receive nine 6-week cycles of melphalan (at

a dose of 9 mg per square meter of body-surface area) and prednisone (at a dose of

155 ﬁﬁ b\ 5’:’& jJu 60 mg per square meter) on days 1 to 4, either alone or with bortezomib (at a dose
of 1.3 mg per square meter) on days 1, 4, 8, 11, 22, 25, 29, and 32 during cycles 1 to

- 4 and on days 1, 8, 22, and 29 during cycles 5 to 9. The primary end point was the
20043E 1 2 ﬁ ~ 2006 ﬁi 9 ﬁ ‘ \ﬁ ﬁi time to disease progression.

RESULTS

The time to progression among patients receiving bortezomib plus melphalan-
. S T e ﬂ prednisa;e (bortezomib gx;or‘p)l was l-2;‘1!.0 monthls, as compalred with LG.G u;onths
among those receiving melphalan-prednisone alone (control group) (hazard ratio
L ~ |~ 7" ’r ~ I\ m E ey HE ﬁ Fﬂﬂ for the bortezomib group, 0.48; P<0.001). The proportions of patients with a partial
response or better were 71% in the bortezomib group and 35% in the control group;
complete-response rates were 30% and 4%, respectively (P<0.001). The median dura-
_ tion of the response was 19.9 months in the bortezomib group and 13.1 months in
EIEEIIJ ;k El‘] T ‘/ I:TI—f /r > I\ E ﬁ ,Eﬂ Fﬁﬂ the control group. The hazard ratio for over:.all surviyal was 0.61 for the bnnezamib
group (P=0.008). Adverse events were consistent with established profiles of toxic
events associated with bortezomib and melphalan—prednisone. Grade 3 events oc-
curred in a higher proportion of patients in the bortezomib group than in the control
group (53% vs. 44%, P=0.02), but there were no significant differences in grade 4

events (28% and 27%, respectively) or treatment-related deaths (1% and 2%).

CONCLUSIONS

Bortezomib plus melphalan—prednisone was superior to melphalan—prednisone
alone in patients with newly diagnosed myeloma who were ineligible for high-dose
therapy. (ClinicalTrials.gov number, NCT00111319.)
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