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Attached herewith are three latest safety updates on simvastatin, 5-a reductase inhibitors (5-ARIs) and
pioglitazone. If any kind of adverse reaction is suspected subsequent to the use of the above or any
other medication, please report through any of the following methods :

L Online -  http://www.ssm.gov.mo/design/webservices/c_wservices_main.htm

® Mail to - 51 Avenida do Sidonio Pais, Edificio China Plaza, e Floor, Macao S.A.R., China

® 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 off hours, please call 63009255.

Thanking you in advance for your attention!

YR B R EK

Acting Chief of Department of Pharmaceutical Affairs
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Simvastatin and muscular damage

Patients taking simvastatin 80 mg daily have an increased risk of myopathy compared to patients taking

lower doses of this drug or other drugs in the same class. This risk appears to be higher during the first year

of treatment, is often the result of interactions with certain medicines, and is frequently associated with a

genetic predisposition toward simvastatin-related myopathy. The 80-mg dose lowers the LDL cholesterol

by an additional 6% over simvastatin 40 mg while the risk of muscular damage is 10 times higher.

Therefore, Division of Pharmacovigilance and Pharmacoeconomics recommends physicians, pharmacists

and other health professionals:

1. maintain patients on simvastatin 80 mg only if they have been taking this dose for 12 or more months

without evidence of muscle toxicity. '

not start new patients on simvastatin 80 mg.

place patients who do not meet their LDL cholesterol goal on simvastatin 40 mg on alternative LDL-C

lowering treatment that provides greater LDL-C lowering.

4. follow the recommendations in the simvastatin-containing medicines labels regarding drugs that may
increase the risk for muscle injury when used with simvastatin. Switch patients who need to be
initiated on a drug that interacts with simvastatin to an alternative statin with less potential for the
drug-drug interaction.

5. instruct patients to immediately contact their healthcare professional if they experience muscle pain,
tenderness or weakness, dark or red colored urine, or unexplained tiredness.

2.
g

5-a reductase inhibitors (5-ARIs) and high grade prostate cancer

Review of two large, randomized controlled trials (RCTs) demonstrated an overall reduction in lower risk

forms of prostate cancer in patients with finasteride 5 mg and dutasteride (collectively called 5-o reductase

inhibitors or 5-ARIs) treatment but showed an increased incidence of high grade prostate cancer.

Therefore, Division of Pharmacovigilance and Pharmacoeconomics reminds physicians, pharmacists and

other health professionals:

1. 5-ARIs are not approved by the United States Food and Drug Administration (USFDA) for the
prevention of prostate cancer.

2. be aware that 5-ARIs may increase the risk of high-grade prostate cancer.

3. prior to initiating therapy with 5-ARIs, perform appropriate evaluation to rule out other urological
conditions, including prostate cancer, that might mimic benign prostatic hyperplasia.

4. be aware that treatment with 5-ARIs causes an approximate 50% reduction in prostate-specific
antigen (PSA) values by 6 months. Therefore, any confirmed increase in PSA while on a 5-ARI may
signal the presence of prostate cancer and should be evaluated, even if that PSA is in the normal range
of male.

Pioglitazone and bladder cancer

Results of a retrospective cohort study carried out in France which became available recently appear to
suggest an increased risk of bladder cancer with pioglitazone. The European Medicines Agency (EMA)’s
Committee for Medicinal Products for Human Use (CHMP) is currently revewing all relevant data to
assess their impact on the balance of benefits and risks of these medicines.

In light of the above, Division of Pharmacovigilance and Pharmacoeconomics advise physicians,
pharmacists and other health professionals to monitor the risk of bladder cancer in patients on pioglitazone
treatment. We will make further announcements as soon as new information becomes available.

Division of Pharmacovigilance
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