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the degree of increase in the haemoglobin level and the
degree of improvement in the FSS (r = 0.280, P = 0.006). It
was comparable with the results (r = 0.2879, P = 0.0002:
r=0.35, P=0.001 and » = 0.2893, P < 0.0001) of three
other studies (1.10,16).

The RBC transfusion rate was only 6.1% (6 of 98 patients)
between day 28 and the end of the study. As reported for
once-weekly epoetin alfa administered to patients with
various types ol cancer (14), the transfusion rates between
week 5 and the end of treatment were 14.5% (24 of 166
patients) for epoetin alfa and 29.3% (48 of 164 patients) for
placebo. Furthermore, the mean pretransfusion haemoglobin
levels for the first transfusion reported in the previous trial in
the United States (7.9 and 7.8 g/dL, respectively) were
higher than those (6.2 g/dL) in the present study in Japan.
To evaluate the effect of EPO agents, the percentage of
patients whose haemoglobin level had decreased to <8.0 g/
dL or who received an RBC transfusion was considered to
be a more objective index than the RBC transfusion rate in
Japan, because RBC transfusion itself is prescribed al the
discretion of the investigator and when the haemoglobin
level is low.

Epoetin beta was well tolerated in the present study. Most
of the AEs were consistent with the underlying disease or
with the chemotherapy. Hypertension. which was judged to
be related 1o epoetin beta was observed in three patients, It
was alleviated either by no treatment or the administiation of
hypotensive agents. Lacunar infarction was also observed in
one patient. A relationship lo epoelin beta was ruled out,
however, and this event was judged to be due to aging, Two
recently published studies (17,18) targeting higher haemo-
globin levels, in which survival was a primary endpoint,
have raised concerns that EPO agents may have a negative
impact on survival in cancer patients. A meta-analysis of 57
studies, including these two recent studies revealed an
overall survival hazard ratio of 1.08 (95%CI: 0.99—-1.18) and
that uncertainties remain as to whether EPO agents affected
surwval (19). Tha FDA has provided new safety information
on erythrop is-stimulating agents (ESAs), in which the
target haemoglobin level is not to exceed 12 g/dL, because
analyses of other studies in patients with cancer found a
higher chance of serious and life-threatening adverse drug
reactions or deaths with the use of ESAs (20). Although, in
the present studies, there was no problem with safety when
the haemoglobin level al which dosing was withheld was set
at 14 g/dL, in consideration of FDA ALERTSs, eic., we
intend 1o investigate the use of lower values for target hae-
moglobin level and haemoglobin level at which dosing
should be withheld.

In conclusion. once-weekly epoetin beta (reatment
increased the haemoglobin level and correspondingly
improved the QOL in anaemic patients with non-myeloid
malignancies receiving chemotherapy. Additionally, haemo-
globin levels could be improved and controlled by once-
weekly treatments at an initial dose of 36 000 [U followed
by dose adjustment m the range of 24 000- 54 000 1U
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