w2 h ZHEirk
Quarterly Drug Newsletter

2009 No. 2

¢*@ﬁ%u{ﬁ FoRERE T P S BB TR ug¢@mﬁea%%%$§@m§%,pm%@
%¢%Uﬁ%ﬁ$k4ﬁ%Wﬁ%$ ﬁé% CHHECEIER IR

The content of this Quarterly Drug Newsletter originates as compilation of the adverse drug reactions (ADR) and
drug safety issues published by various drug regulatory authorities as well as those reported locally. With this
information, we aim at disseminating the latest adverse drug reaction alerts, safety and efficacy issues to our healthcare
professionals with the ultimate goal to encourage safe and rational use of pharmaceuticals.
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enerally speaking, jDrugs of Current Interestj are geflned as those drugs of which adverse drug reaction(s)
(ADRs) was (were) experienced and had been reported recently at international, national and local levels. In addition,
drugs that have received recent approval for importation into Macao are also being incorporated into this list. The
purpose of including this column serves to remind all healthcare professionals to pay special attention to ADRs and
report them. If you observe any adverse reaction on your patient subsequent to the use of the following or any other

drugs, please report all suspected reactions to the Department of Pharmaceutical Affairs.

Abacavir

Entecavir

Metoclopamide

Adalimumab

Erlotinib

Moxifloxacin

Aliskiren

Eszopiclone

Metoclopamide

Allopurinol

Etanercept

Moxifloxacin

Atorvastatin

Etoricoxib

Mycophenolate mofetil

Bisphosphonates

Ezetimibe

Norfloxacin

Bevacizumab

Ezetimibe/Simvastatin

Oseltamivir

Botulinum toxins

Flucloaxillin

Phenytoin

Bortezomib

Fluoroguinolones

Propranolol

Carbamazepine

Fosaprepitant dimeglmine

Raltegravir

Carbimazole

Fulvestrant

Rimonbant

Certolizumab pegol

Gadobenate dimeglumine

Rituximab

Clopidgrel

Heparin sodium

Rosiglitazone

Darunavir

lloprost trometamol

Simvastatin

Decitabine

Infliximab

Sunitinib malate

Deferasirox

Ivabradine

Tinzaparin sodium

Desflurane

Lamotrigine

Tiotropium bromide

Diacerein

Lapatinib

Trabectedin

Didanosine

Levofloxacin

Zanamuvir

Docetaxel

Leukotriene inhibitors -montelukast

Zonisamide

Drotrecogin alfa

Methylphenidate
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Report orm: acc ss http://www.ssm.gov. mo/deS|gn/seN|ces/serpt chn.pdf to download or obtain from Dept. of Pharmaceutical

Affairs. Internet reporting: access http://www.ssm.gov.mo. Any query, call 85983517(office hrs) or pager 85008068 (off-duty hrs).
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Latest safety update on cyproterone acetate
(AndrocurR)
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Source : Singaporean Health Science Authority (HSA)
http://www.hsa.gov.sg/publish/hsaportal/en/health_products_regulatio
n/safety_information/product_safety alerts/safety_alerts_2009.html
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Bayer Schering Pharma, Singapore has received 24 reports
(20 females, four males) of meningiomas suspected to be
associated with its product cyproterone acetate either used
singly or in combination with estrogens since 1972. In nine
of the 24 patients, multiple meningiomas were present at
the time of the first meningioma diagnosis. All the cases
were associated with high doses of cyproterone acetate and
after long treatment periods of four to 24 years. Froelich et
al also reported nine case studies of female patients, aged
between 33 to 62 years old, who presented with multiple
meningiomas after receiving daily cyproterone acetate
treatments for durations of between 10 to 20 years.
Therefore, healthcare professionals are advised to take into
consideration the above safety information when
prescribing high dosages of cyproterone acetate to their
patients.
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Lazest update on codeine toxicity in breastfed
infants
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Source : Singaporean Health Science Authority (HSA)
http://www.hsa.gov.sg/publish/hsaportal/en/health_products_regulatio
n/safety_information/product_safety alerts/safety_alerts_2009.html
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Health Science Authority (HSA) would like to bring the
attention of healthcare professionals to a very rare, but
serious risk of toxicity in breastfed babies posed by codeine
use in nursing mothers who are ultra-rapid metabolisers of
codeine. Limited evidence suggests that individuals with a
specific CYP2D6 genotype or otherwise known as
ultra-rapid metabolisers, may convert codeine to morphine
more rapidly and completely than other people. Therefore,
in nursing mothers, this metabolism can result in a higher
than expected levels of morphine in serum and breast milk,
putting nursing infants at increased risk for morphine
overdose. When prescribing codeine to a nursing mother,
physicians are advised to choose the lowest effective dose
for the shortest period of time.
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Latest safety update on antiepileptics and adverse

effects on bones
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Source : Medicines and Healthcare products Regulatory Agency
(MHRA)

http://wvww.mhra.gov.uk/Publications/Safetyguidance/DrugSafetyUp
date/CON043809

Drug Safety, Volume 2 Issue 9 April 2009 from MHRA and CHM
Pages 2-3
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Latest results from published studies indicated that
long-term treatment with carbamazepine, phenytoin,
primidone, and sodium valproate, is associated with
decreased bone mineral density that results in an increased
risk of developing osteopenia, osteoporosis, and fractures in
the following patients who are at-risk e.g. those who are
immobilized for long periods, those who have inadequate
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sun exposure and those who take insufficient dietary
calcium. There is limited understanding of the effects of
antiepileptics on bone but some evidence suggests that
antiepileptics  (including  phenytoin,  phenobarbital,
carbamazepine, and primidone) induce the cytochrome
P450 enzyme system, which results in increased clearance
of vitamin D, leading to secondary hyperparathyroidism,
increased bone turnover, and reduced bone density. The
mechanism by  which  sodium  valproate, a
non-enzyme-inducing drug, causes decreased bone mineral
density is unclear. At present there are insufficient data to
support an association between decreased bone mineral
density, osteopenia, osteoporosis, and osteomalacia and
other antiepileptic drugs. With the above information, the

MHRA offered the following advice for healthcare
professionals:
1. The available data suggest that phenytoin,

carbamazepine, primidone, and sodium valproate are
associated with decreased bone mineral density,
which may lead to osteopenia, osteoporosis, and
increased fractures in at-risk patients.

2. Phenytoin, carbamazepine, phenobarbital, and
primidone are associated with an increased risk of
osteomalacia.

3. Vitamin D supplementation should be considered for
at-risk patients who receive long-term treatment with
primidone, phenytoin, carbamazepine, phenobarbital,
or sodium valproate.
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Lazest safety update on oral topical preparations
containing salicylate salts
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Source : Medicines and Health-product Regulatory Agency (MHRA)
http://www.mhra.gov.uk/PrintPreview/PressReleaseSP/CON044014
http://www.mhra.gov.uk/NewsCentre/Pressreleases/CON044014
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The Commission on Human Medicines (CHM), U.K.
recommended that oral topical pain relief products
containing salicylate salts should be contraindicated in
children and young people under the age of 16 years as
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there is a theoretical risk of Reyejs syndrome with these

oral topical preparations. In light of the above, the MHRA

suggested the following alternative treatments to pains due
to teething or ulceration problems:

1.  For infant teething, gentle pressure with something
cool may be helpful in relieving teething pain.

2. There are a number of alternative products on the
market which contain a local anaesthetic/mild
antiseptic which can be used for the treatment of
teething pain or mouth ulcers in children and young
people and which do not contain a salicylate.

3. For pain associated with orthodontic devices, salt
water mouthwashes are recommended for sore areas.
For discomfort arising from tooth movement a
paracetamol based painkiller is recommended.

4.  If parents/carers or young people are in doubt over
which treatment to use, then they should consult their
physicians.
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Latest safety wupdate on the antithyroid
propylthiouracil.
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Source : New England Journal of Medicines

http://www.doh.gov.tw/CHT2006/DM/DM2_p01.aspx?class_no=25&
now_fod_list_no=10402&level_no=2&doc_no=71000
http://ovidsp.tx.ovid.com/spa/ovidweb.cgi?&S=BDEPFPFFCDDDNB
OKNCGLMFJLNNLJAAOO&L ink+Set=S.sh.15.16.18%7c28%7csl_1
0

Rivkees, Scott A. M.D.; Mattison, Donald R. M.D., Ending
Propylthiouracil-Induced Liver Failure in Children, Volume 360(15), 9
April 2009, p 15741575, the New England Journal of Medicine,
Massachusetts Medical Society, Boston, Massachusetts, USA
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According to the latest published article on the April 9th
2009 issue of the New England Journal of Medicines,
reports indicated that propylthiouracil and methimazole are
the two antithyroid drugs widely used in children as a
first-line therapy for Gravesj disease. Over the past 60
years of propylthiouracil and methimazole uses, reports of
propylthiouracil-related liver failures, transplantations and
deaths have accumulated. In contrast, this problem has not
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been reported with methimazole use in children. In 2007,
more than 9000 prescriptions were written for
propylthiouracil for use in children and is estimated that
more than 1000 pediatric patients are currently receiving
propylthiouracil in the United States. As there is no other
alternative to manage the risk of hepatotoxicity in a patient
receiving propylthiouracil, other than not using the drug.
On the basis of recent data, the authors estimated that if
propylthiouracil continues to be used, it is likely that
propylthiouracil-induced liver failure requiring
transplantation will be increased. In light of the above, it
is suggested that propylthiouracil should no longer be used
as first-line treatment for Graves' disease in children.
Alternative treatments should be considered for children
currently on propylthiouracil.
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Latest safety update on methylthioninium chloride

(methylene blue)
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Source : Medicines and Health-product Regulatory Agency (MHRA)
http://wvww.mhra.gov.uk/Publications/Safetyguidance/DrugSafetyUpd
ate/CONO043809
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Methylthioninium chloride (methylene blue) is approved
for the management of drug-induced methaemoglobinaemia
in adults. On the basis of the latest observation, MHRA

issued an update about the possibility of CNS toxicity
associated with the off-labeled uses of methylthioninium
chloride in patients who are also being treated with
serotonergic drugs such as selective serotonin reuptake
inhibitor (SSRI) antidepressants, clomipramine, and
venlafaxine.  Features of such toxicity include confusion,
disorientation, agitation, expressive aphasia, altered muscle
tone in limbs, hypoxia, ocular symptoms, and depressed
level of consciousness. All cases described CNS toxicity
after the off-labelled uses of methylthioninium as a
visualising agent in parathyroid or thyroid surgery and in
the management of uncontrollable hypotension during
cardiac surgery. Such information reinforces the
possibility that CNS toxicity results from an interaction
between a serotonergic drug and methylthioninium. In
light of the above, MHRA offered the following advice for
healthcare professionals:

1. Methylthioninium chloride by the intravenous route is

approved only for drug-induced
methaemoglobinaemia in adults at a dose of 1j2
mg/kg.

2. Off-label uses of methylthioninium (including use in
parathyroid localization or its use at doses exceeding
the licensed dose) should be carefully evaluated in
view of the potential for CNS toxicity

3. Intravenous methylthioninium chloride should be
avoided in patients who have been treated recently
with serotonergic antidepressants, including SSRIs,
clomipramine, and venlafaxine.

4. If use of intravenous methylthioninium chloride
cannot be avoided, the lowest possible dose should be
used and the patient observed closely for CNS effects
for up to 4 hours after administration

5. If features of CNS toxicity develop after use of
methylthioninium, the patient should be monitored
closely and given supportive care.
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Lazest safety update on |njectable botulinium
toxin products

TRRIIR B AP R
FHBsI  9 = fik feek 5
TR b)) 0 s RSP T

Sources : United States Food and Drug Administration (USFDA)

Department of Health, Executive Yuan, Taiwan, China

Department of Pharmaceutical Affairs, Health Bureau,

Macao S.A.R.
http://www.fda.gov/medwatch/safety/2009/safety09.htm#Botox
http://www.fda.gov/cder/drug/early_comm/botulinium_toxins200904.
htm
http://www.doh.gov.tw/CHT2006/other/ShowCopy.aspx?doc_no=713
22&class_no=25
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Lately, Department of Pharmaceutical Affairs has received
2 locally reported cases whereby two residents from Macao
experienced adverse drug effects after they were being
administered with injectable botulinium toxins for cosmetic
purposes in Mainland China. The reported adverse effects
included speech disorder, dysphagia, blepharoptosis, rapid
respiration, muscle weakness, headache and double vision.
In addition, the Taiwanese Department of Health, China
also received 28 reported cases associating to the use of
injectable botulinium toxins. The most common adverse
reactions are chest tightness, urinary retention etc..
Injectable botulinium toxin products are indicated for the
treatments of blepharospasm, hemifacial spasm, localized
muscle spasm, strabismus, spasmodic torticollis, muscle
spasm subsequent to cerebral palsy in children, glabellar
lines and primary hyperhidrosis of the axillae. After a
recent assessment of the post-marketing safety data for the
injectable botulinium toxin, the United States Food and
Drug Administration (USFDA) ordered the manufacturers
for all botulinium toxin products to strengthen warnings on
the prescribing information regarding the risk of adverse
events when the effects of the toxin spread beyond the site
where it was injected. This serves to notify the physicians
and the patients about the risk of using this class of
medications.
In light of the above, we would like to inform all physicians,
pharmacists and other healthcare professionals to take note
about the following recommendations :
® Understand that dosage strength expressed in jUnitsj
or jUj is different among the botulinum toxin
products, clinical doses expressed in units are not
interchangeable from one botulinum toxin product to
another.
® Educate patients about potential adverse events due to
distant spread of botulinum toxin effects following
local injections including: muscle weakness,
dysarthria, loss of bladder control, trouble breathing,
trouble swallowing, double vision, blurred vision and
drooping eyelids.

® The above adverse events have been reported as early
as several hours and as late as several weeks after
treatment.

® Advise patients to seek immediate medical attention if
they develop any of these symptoms.
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Latest safety update on erlotinib (Tarceva®)
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Sources : United States Food and Drug Administration (USFDA) and
the Singaporean Health Science Authority (HSA)
http://www.fda.gov/medwatch/safety/2009/safety09.htm#Tarceva
http://www.fda.gov/medwatch/safety/2009/Tarceva_ DHCP_L etter Ap
ril09.pdf
http://www.hsa.gov.sg/publish/hsaportal/en/health_products_regulatio
n/safety_information/DHCPL.html
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The United States Food and Drug Administration (USFDA)
and the Singaporean Health Science Authority (HSA)
notified healthcare professionals about the latest safety
update on erlotinib (Tarceva®).  Tarceva monotherapy is
indicated for the treatment of patients with locally advanced
or metastatic non-small cell lung cancer after failure of at
least one prior chemotherapy regimen. In combination with
gemcitabine, Tarceva is also indicated for the first-line
treatment of patients with locally advanced, unresectable, or
metastatic pancreatic cancer.  According to the latest
information, which comes from routine pharmacovigilance
activities of clinical study and postmarketing reports, there
is an increased risk of developing gastrointestinal
perforations (including fatalities) in patients receiving
erlotinib (TarcevaR). Additionally, there have also been
occurrences of bullous, blistering and exfoliative skin
conditions suggestive of Stevens-Johnson syndrome/toxic
epidermal necrolysis as well as corneal perforation or
ulceration in patients receiving TarcevaR.  This treatment
should be discontinued in patients who develop
gastrointestinal perforation, severe bullous, blistering or
exfoliative skin conditions or acute/worsening ocular
disorders such as eye pain.
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Serious adverse drug reactions associated with
levofloxacin injectable solution
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Source : Chinese State Food and Drug Administration (SFDA)
http://ww.sfda.gov.cn/WS01/CL0051/38034.html
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Levofloxacin is a third generation broad spectrum
fluoroquinolone antimicrobial and is indicated for treating
infections due to levofloxacin-susceptible microorganisms
in adult patients with community-acquired pneumonia,
complicated  urinary  tract infections  including
pyelonephritis, skin & soft tissue infections. Reported
cases obtainable from the database, administered by the
Chinese State Food and Drug Administration (SFDA)
National Adverse Drug Reaction Monitoring Center,
indicated that there were more cases of serious adverse drug
reactions associated with levofloxacin than any other
fluoroquinolone of the same class. The serious adverse
reactions/events manifested chiefly as follows :

® systemic damages : anaphylactic shock, allergic

reaction, chills, fever, etc.

® central & peripheral nervous damages :
grand mal epilepsy, vague
abnormalities, delirium, etc

®  dermatological damages : main rash,
multiforme type drug eruption

®  respiratory system damages : difficulty in breathing,
throat edema, respiratory depression

® other damages : abnormal liver function, renal
dysfunction, hematuria, cyanosis, leukopenia,
thrombocytopenia, blood glucose abnormalities,
vomiting and diarrhea.

convulsions,
sense of mental

erythema

In view of the occurrence of above adverse drug

reactions/events, which were possibly caused by the

irrational use of drugs, the National ADR Monitoring

Center offers recommendations as listed below :

®  For the clinicians : any consideration to use injectable
levofloxacin onto a patient should follow the
prescribing methodologies documented on the
literature references. Awvoid using levofloxacin in
conditions listed on the contraindication section. Do
not use levofloxacin in patients who have previous
history of fluoroquinolone allergies, epilepsy,
pregnant and nursing women, patients who are under
18 years of age. Cautioning uses and strict
monitoring of patients who are renally-compromised,
elderly and those inflicted with nervous system
disorders. During the course of levofloxacin
treatment healthcare professionals should carefully
observe any sign or symptom experienced by the
patient. If any abnormality is perceived, discontinue
therapy immediately, initiate a swift and clear
diagnosis and provide symptomatic treatment in a
timely manner.

® For the manufacturers, sales and healthcare
facilities : they should strengthen the rational uses of
antimicrobials in clinical settings for the healthcare
professionals as well as on the educational and
promotional leaflets. Fully inform the prescribers
and patients about possible underlying potential risks
and how to avoid the repeated occurrences of adverse
drug reactions.
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Latest safety update on mycophenolate mofetil,

MMF (CellceptR)
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Roche Hong Kong Limited reported to Department of
Pharmaceutical Affairs cases of pure red cell aplasia
(PRCA) in patients having been treated with CellceptR
(mycophenolate mofetil) in combination with other
immunosuppressive  agents. The mechanism for
mycophenolate mofetil-induced PRCA is unknown. In
some cases, PRCA was found to be reversible with dose
reduction or cessation of CellceptR therapy. In transplant
patients, however, reduced immunosuppression may place
the graft at risk.
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Latest safety update on leukotriene inhibitors
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Department of Health, Executive Yuan, Taiwan, China
http://www.doh.gov.tw/CHT2006/other/ShowCopy.aspx?doc_no=717
13&class_no=25
http://www.fda.gov/Safety/MedWatch/Safety Information/Safety Alerts
forHumanMedicalProducts/ucm166246.htm
http://www.fda.gov/Drugs/DrugSafety/PostmarketDrugSafety Informat
ionforPatientsandProviders/DrugSafetyInformationforHeathcareProfes
sionals/ucm165489.htm
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Department of Pharmaceutical Affairs received 1 locally
reported case on adverse drug reaction, a child was
prescribed with 4mg montelukast chewable tablet
(SingulairR) orally once daily. Days later, this patient
developed anxiety and nightmares as the observable adverse
reactions.  Montelukast was started on to treat his
intermittent asthmatic condition, atopic allergic rhinitis and

itchy skin. In addition, the Taiwanese Department of
Health, China also found that patients experienced
nightmares as an adverse drug reaction subsequent to the
use of montelukast.  Besides, the United States Food and
Drug Administration (USFDA) had also recently notified
healthcare professionals about the latest safety update on
leukotriene inhibitors including montelukast (SingulairR),
zafirlukast (AccolateR) and zileuton (ZyfloR , Zyflo CRR).
Neuropsychiatric events have been reported in some
patients taking the above medications and they include
cases of agitation, aggression, anxiousness, dream
abnormalities and hallucinations, depression, insomnia,
irritability, restlessness, suicidal thinking and behavior
(including suicide).

In light of the above, we would like to inform all physicians,

pharmacists and other healthcare professionals to take note

about the following recommendations :

®  Be aware of the potential for neuropsychiatric adverse
reactions with these medications.

®  Educate their patients to notify their prescribers
should the neuropsychiatric reactions ever occur.

®  Prescribers should inform the patients to discontinue
the above medications if patients develop
neuropsychiatric symptoms.
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Lazest safety update on sirolimus
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Source :  United States Food and Drug Administration (USFDA)
http://www.doh.gov.tw/CHT2006/DM/DM2_p01.aspx?class_no=25&l
evel_no=1&doc_no=71714
http://www.fda.gov/Safety/MedWatch/Safety Information/Safety Alerts
forHumanMedicalProducts/ucm165731.htm
http://www.fda.gov/Drugs/DrugSafety/PostmarketDrugSafety Informat
ionforPatientsandProviders/DrugSafetyInformationforHeathcareProfes
sionals/ucm165015.htm
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United States Food and Drug Administration (USFDA)
notified healthcare professionals about the latest safety
update on immunosuppresants.  According to the results of
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a clinical trial conducted by Wyeth which was titled as j A
randomized, open-label, comparative evaluation of
conversion from calcineurin inhibitor treatment to sirolimus
treatment wversus continuation of calcineurin inhibitor
treatment in liver allograft recipients undergoing
maintenance therapyj, suggested that stable liver transplant
patients who had been using calcineurin (CIN-based
immunosuppressants ) can control the incidence of organ
rejection. Nevertheless, there may be increased mortality
in patients converted from calcineurin inhibitor (CNI)
therapy e.g. tacrolimus to sirolimus usage. Therefore,
USFDA will compile the results of this clinical trial with
those data obtained from the postmarketing utilization of
sirolimus in order to conduct further re-evaluation.  Prior
to the arrival of any conclusion and in the interim USFDA
would recommend that physicians should continue to
follow the prescribing information of sirolimus as a guide to
therapy.

The Department of Pharmaceutical Affairs will keep a close
vigilance and attention on the safety and results of the
USFDA assessment on this drug. We are dedicated to
inform all healthcare professionals once the latest update is
being announced.
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Lazest safety update on piroxicam
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Source :  Health Canada
http://www.hc-sc.gc.ca/ahc-asc/media/advisories-avis/_2009/2009_10
2-eng.php
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Health Canada notified healthcare professionals about the
latest safety update on piroxicam. The Agency had
recently completed a safety review on this medication
evaluating the risks associated with its use in treating acute
and short-term pain. Results indicated that the use of this
drug no longer outweighs the benefits relative to other
non-selective NSAIDs because of an increased risk of
serious skin reactions and gastrointestinal problems relative
to other similar drugs. Therefore, the Agency concluded
that piroxicam should no longer be used to treat short-term
pain and inflammation, however, this drug can still be
prescribed for the symptomatic relief of chronic pain and
inflammation in patients suffering from certain types of
chronic arthritis namely osteoarthritis, rheumatoid arthritis
and ankylosing spondylitis.
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