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Attached herewith are the latest safety updates on tamoxifen and Spiriva' Respimat(tiotropium) for
your reference. If physicians, pharmacists or other healthcare professionals suspect any kind of adverse
reaction subsequent to the use of the above or any other medication, please report through any of the
following methods :
o Online - http://www.ssm.gov.mo/desigr/webservices/c_wservices_main.htm
o Mail to - 51 Avenida do Sidonio Pais, Edificio China Plaza, 2no Floor, Macao S.A.R., China
o Faxto - 853-28524016 '.

The report form can be collected in person at Department of Pharmaceutical Affairs or downloaded
from the website designated as http://www.ssm.gov.mo/design/services/serpt_chn.pdf. Should you
have any query, please contact Ms. Beatrice Young or Mr. Jeffrey Lam at 8598-3517 or 8598-3439
respectively from the Division of Pharmacovigilance and Pharmacoeconomics during office hours. In
case of urgent situations during offhours, please page 85008068.

Thanking you in advance for your attention!
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a Effect of tamoxifen in patienfs treated with potent CYP2D6 inhibitors
Tamoxifen is a selective estrogen-receptor modulator(SERM) indicated for palliative and adjuvant
treatment of estrogen-receptor-positive breast cancer in premenopausal and postmenopausal women.
Tamoxifen is a prodrug, and the formation of the active metabolite is mediated by the CYP2D6
enzyme. A population-based cohort study on SSRI antidepressants and breast-cancer mortality in
women receiving tamoxifen found that the risk ofdeath from breast cancer increased with the lenglh of
concomitant treatment with paroxetine-a potent inhibitor of CYP2D6, but not with other SSRIs.
Given the strong mechanistic model and overall weight of evidence it is recommended that
concomitant use of drugs that inhibitl the CYP2D6 enzyme should be avoided whenever possible in
patients treated with tamoxifen for breast cancer.

o Latest safety update on Spiriva8 Respimat
A recently completed safety study that compared Spiriva@ Respimat(tiotropium) with placebo in
patients with COPD found that lung function, COPD exacerbations, and quality of life were improved
by Respimat, but a numerical increase was seen in all-cause mortality compared with placebo, a
significant excess in mortality was observed in patients with known cardiac rhythm disorders.
However, pooled analyses found that the result is not statistically significant. The underlying reason is
unclear, and may be a chance finding. Presently, it is recomrnended that Spiriva@ Respimat should be
used with caution in patients with known cardiac rhlthm disorders, and the recommended once-daily
dose on the package insert should not be exceeded.
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