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Attached herewith are three latest safety updates respectively on tramadol hydrochloride, proton pump
inhibitors (PPIs) and orlistat(Xenical®) for your reference. If physicians, pharmacists or other
healthcare professionals suspect any kind of adverse reaction subsequent to the use of tramadol, proton
pump inhibitors, orlistat(Xenical®) or any other medication, please report through any of the followmg
methods :

e Online -  http://www.ssm.gov.mo/design/webservices/c wserv1ces main.htm

® Mailto- 51 Avenida do Sidonio Pais, Edificio China Plaza, 2" 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 page 85008068. N

Thanking you in advance for your attention!
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— Chief, Department of Pharmaceutical Affairs
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The United Stated Food and Drug Administration(USFDA) would like to inform health professionals
about two updates respectively on tramadol hydrochloride and proton pump inhibitors (PPIs) :
1. New warnings were added to the labeling information of tramadol hydrochloride about the risk of
— suicide for patients who are addiction-prone, taking tranquilizers or antidepressants and also
about the risk of overdosage. Tramadol-related deaths have occurred in patients with previous
histories of emotional disturbances or suicidal ideation or attempts, as well as histories of misuse
of tranquilizers, alcohol, and other CNS-active drugs. Serious potential consequences of
overdosage with tramadol are central nervous system depression, respiratory depression and
death. Therefore, USFDA offers the following reminders for the physicians and other healthcare
professionals:

€ Do not use tramado] for patients who are suicidal or addiction-prone.

®  Prescribe with caution for patients who are already on tranquilizers or antidepressants,
drink alcohol excessively and for those patients suffering from emotional disturbance or
depression.

€  Consider using non-narcotic analgesic in patients who are depressed or suicidal.

4 Remind patients tramadol may be expected to have additive effets when used in
conjunction with alcohol, other opiods, or illicit drugs that cause CNS depression while on
tramadol. '

4  Be aware of the possibility & risk of illegal or illicit use, addiction, abusive uses and
criminal diversion of tramadol during prescribing and/or dispensing.

€4  Warn patients not to exceed the recommended doses as instructed by their physicians so as
to avoid the risk of overdose.

2. Based on USFDA's review on several epidemiological studies, it was reported that an increased
risk of fractures of the hip, wrist, and spine for patients who have been using proton pump
inhibitors (PPIs). Some studies found that those at greatest risk for these fractures received high
doses of proton pump inhibitors or used them for one year or more. The majority of the subject

— population being studied and evaluated include individuals 50 years of age or older and the
increased risk of fracture primarily was observed in this age group. It is important that healthcare
professionals to remember the following upon prescribing or dispensing proton pump inhibitor :
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® Proton pump inhibitors provide important benefits for many patients in treating or preventing
conditions such as erosive esophagitis, nonsteroidal anti-inflammatory drug-induced ulcers
and gastroesophageal reflux disease.
® Be aware of the increased risk of fractures of the hip, wrist, and spine seen in some
observational studies in patients using proton pump inhibitors.
® When prescribing proton pump inhibitors, consider whether a lower dose or shorter duration
of therapy would adequately treat the patient's condition.
® Individuals at risk for osteoporosis should have their bone status managed according to
current clinical practice, and should take adequate vitamin D and calcium supplementation.
® Offer the following information for the patients

i. Proton pump inhibitors are effective in treating a variety of gastrointestinal disorders.
Do not stop taking their proton pump inhibitor unless told to do so by their healthcare
professional. .

ii. Users of proton pump inhibitors should be aware of the possible increased risk of

fractures of the hip, wrist, and spine with the use of proton pump inhibitors, and weigh
the known benefits against the potential risks when deciding to use them.

iil. The greatest increased risk for these fractures was seen in patients who receive high
dosed of these medications or use them longer(a year or more).
iv. Talk to doctor, pharmacist or other healthcare professional about any concerns they may

have about using proton pump inhibitors.

Cases of severe liver injury that have been reported rarely with the use of orlistat (Xenica]®). At
this time, although a cause and effect relationship of severe liver injury with orlistat use has not
been established, however, due to the seriousness of severe liver injury, the Agency would like to
inform both the healthcare professionals and the public about the following information:

Be aware that rarely reported postmarketing cases of severe liver injury with hepatocellular
necrosis or acute hepatic failure and in some of these cases resulted in liver transplant or death
subsequent to the use of orlistat. .

Weigh the benefits of weight-loss with orlistat against the potential risks before prescribing or
dispensing them to any patient.

If liver injury is suspected of hepatic dysfunction when using these medications, orlistat and other
suspect medications should be discontinued immediately and liver function tests and ALT and
AST levels obtained.

Instruct patients who are on orlistat

@ to be aware that cases of severe liver injury have been reported rarely in people taking orlistat.
&  to report and contact your physician or pharmacist if they develop itching, yellow eyes or

skin, dark urine, loss of appetite, or light-colored stools. These may be signs of liver injury.

& talk to their physicians, pharmacists or other healthcare professional about any concerns they

have with these medications.

2%} /Reference and websites
http://www.fda.gov/Safety/MedWatch/SafetyInfonnation/ SafetyAlertsforHumanMedicalProducts/uc

m213264.htm
http://www.fda. gov/Safety/MedWatch/SafetyInformation/SafetyAlertsforHumanMedicalProducts/uc
m213321.htm )
http://www.fda.gov/ Safety/Med Watch/SafetyInformation/ SafetyAlertsforHumanMedicalProducts/uc
m213448 . htm
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