DISCUSSION

We conduct a cost-effectiveness analysis of SERMs as prophylactic
agents against breast cancer among high-risk women by making
comparisons between stafus quo in Japan, without prophylaxis,
and hypothetical practise, with prophylaxis, by the agent
(tamoxifen and raloxifene), the risk classification, and the age of
starting prophylaxis.

We find that prophylaxis with tamoxifen results in 'cost less
and gain more' among extremely high-risk women such as
those with a 5-year predicted breast cancer risk of >5.01%, those
with a history of LCIS, and those with a history of AH i
at age 35 and 50. Prophylaxis with raloxifene is also found
‘cost less and gain more' for women with a history of AH
starting at age 50. The younger the age of starting prophylaxis, the
more the cost saving and outcome gain. We also find that
prophylaxis with tamoxifen for women with a history of AH
starting at age 60 results in favourable ICER compared to the
suggested criterion of ¥6000000 (£30000) for one QALY gain.
Prophylaxis with raloxifene is also found cost-effective for
women with a 5-year predicted breast cancer risk of =>5.01%
starting at age 50, those with a history of LCIS starting at
age 50 and those with a history of AH starting at age 60.
The younger the age of starting prophylaxis, the more
favourable the ICER. Within the same risk classification and
starting age, raloxifene tends to gain more and cost more
compared to tamoxifen. On the contrary, we also find that
prophylaxes with tamoxifen or raloxifene for women with a 5-year
predicted breast cancer risk of <5.00% tend to result in 'cost more
and gain less’.

These findings are similar to the previous economic
evaluations of chemoprevention of breast cancer with
tamoxifen including analyses of risk level differences such as
Noe et al (1999); Grann et al (2000); Hershman er al (2002);
Melnikow et al (2006), although these studies are carried out
under the US health system.

Our findings suggest that introduction of chemoprevention with
SERMs targeting extremely high-risk women in Japan can be
justifiable as an efficient use of finite health-care resources,
possibly contributing te cost containment. The cost saving results
suggest chemoprevention not only cost-effective but also afford-
able. Taking the superiority of raloxifene in outcome gain and the
difference in indication into account, it is recommendable to
administer tamoxifen for premenopausal women and raloxifene
for postmenopausal women.

Our economic model is found sensitive to the utility weight for
healthy state under chemoprevention, the discount rate and the
cost of chemoprevention, in addition to the probabilities of
transition to invasive breast cancer, endometrial cancer, or hip
fracture. This is anticipated because these variables are supposed
to influence the cost-effectiveness of preventive services, We think
that our economic model succeeds in explaining the context under
consideration.
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We also analysed the cost-effectiveness of therapeutic policy
switch of agent, tamexifen to raloxifene among postmenopausal
women, although this does not depict any marginal change in
Japan. All simulated ICERs by risk classifications starting at age 50
and 60 fall in a favourable level Due caution is needed in
transferring these findings from our [apanese model to other
health system (Drummond and Pang, 2001), but it implies that the
administration of raloxifene instead of tamoxifen for postmeno-
pausal high-risk women could be economically acceptable in
developed countries where chemoprevention with tamoxifen is
already in practise.

There are a couple of points to consider when interpreting
our results, Our model depends on clinical evidence established in
the United States by P-1 and P-2 trial. Composition of ethnicity
and life styles of participating women are different from
those of Japanese women. This also relates to another point, that
is the validity of the 5-year risk prediction model defining high-
risk women. As already mentioned in Methods section, it is based
on Gail et al model 2 (Gail and Costantino, 2001), which has
been validated for white women (Rockhill ez al, 2001) and African
American women (Gail et al, 2007) only. Our approach is
acceptable as to these points, as the results of P-1 and P-2 trial
are the best available evidence to date for the objectives of this
study, and similar risk factors to Gail ¢ al model 2 are identified in
a model of individualised probability of developing breast cancer
for Japanese women (Ueda et al, 2003), and the function of ethnic
difference in developing breast cancer is reported as small (Chen
et al, 2004). Our model also depends on utility weights reported
from Western countries, as none of those from Japan are available.
However, our findings of consistent outcomes in terms of LYGs
offer reasonable conclusions.

In summary, this study suggests that chemoprevention of breast
cancer with SERMs targeting high-risk women such as a 5-year
predicted breast cancer risk of 25.01%, women with a history of
LCIS, and women with a history of AH, clears the hurdles of
introducing new intervention by means of cost-effectiveness and
affordability, with best available evidence. Although further studies
and policy formulations are necessary about breast cancer
chemoprevention in Japan, this study also implies that the
administration of raloxifene instead of tamoxifen may be cost-
effective under the context of developed countries where
chemoprevention with tamoxifen has already been adopted.
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Comparison of “Immunochromatograpic Assay (ICGA)” with “Enzyme Immunoassay (EIA)” For
Measurement of CEA in Abnormal Nipple Discharge : Tanei T**¢, Masuda N**, Ishitobi M**¢, Tokuda
Y*?, Yoshida K*2, Mano M*%, Takeda M*** and Tsujinaka T*' (*'Depertment of Surgery, *"Depertment of
Radiology, **Depertment of Pathology, Osaka National Hospital, **Depertment of Surgery Osaka Medical
Center for Cancer and Cardiovascular Diseases, **Depertment of Pathology, Yao City Hospital, **Depart-
ment of Surgical Oncology, Osaka University Graduate School of Medicine)

For the detecti on of early breast cancer, such as ductal carcinoma in situ (DCIS), it is important to
measure CEA levels in abnormal nipple discharge. We compared Immunochromatograpic assay "Lana
Mammo Card CEA®' with enzyme immunoassay "MAMMOTEC®” for the measurement of CEA levels in
abnormal nipple discharge from 20 patients (13 malignant cases, 7 benign cases). When the cut off value of
CEA was set at 400ng/ml for each kit, the sensitivity, specificity and accuracy were 10094, 71.4% and 90%
uSing the “Immunochromatograpic assay (ICGA)”. They were 92.39%, 71.49% and 85.0% using the "enzyme
immunoassay (EIA)”. The value obtained by radio immuno assay (RIA) or related with those obtained by
"Tmmunochromatograpic assay (ICGA)" and "enzyme immunoassay (EIA)”. We should recommend a
carefully considered approach combined with non-invasive tools. Using the “Immunochromatograpic assay
(ICGA)”, the CEA level can be obtained by the easier single-step manipulation within 15 minutes. Therefore,
an follow-up investigations can be planned during the initial medical exzamination.

Key words ! Abnormal nipple discharge, Carcinoembryonic antigen (CEA), Immunochromatograpic assay
(ICGA), Enzyme immunoassay (EIA)
Jtn J Breast Cancer 23 (2) : 123~-128, 2008
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