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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, ‘Drugs of Current Interest’ are deﬁned 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.
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Report fotm access http /lwww.ssm.gov.mo/design/services/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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dates on drug interaction between colchicine
and P-glycoprotein or strong CYP3A4 inhibitors
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Source : Health Science Authority (HSA)
http://www.hsa.gov.sg/publish/hsaportal/en/health_products_regulatio
n/safety information/product safety alerts/safety alerts 2009/import
ant_drug_interactions.html
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The Singaporean Health Sciences Authority (HSA) notified
healthcare professionals about the drug interaction between
colchicine and P-glycoprotein (P-gp) or strong CYP3A4
inhibitors. Latest data from the United States Food and
Drug Administration (USFDA) indicated that there have
been 169 deaths associated with the use of oral colchicines.
Of these, 117 cases occurred within the standard therapeutic
doses of colchicine (<2mg/day) and 60 out of these 117
cases patients also had concomitant clarithromycin, a
CYP3A4 inhibitor. Analysis findings suggested that drug
interactions affecting gastrointestinal absorption and/or
hepatic metabolism of colchicine play a central role in the
development of colchicine toxicity. The absorption of
colchicine from the gastrointestinal tract is affected by the
efflux transporter P-glycoprotein (P-gp), while the
metabolism of colchicine to inactive metabolites is
catalyzed by intestinal and hepatic cytochrome P450
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CYP3A4. Colchicine is primarily eliminated by
hepatobiliary excretion through the stool. Renal excretion
accounts for 10% to 20% of colchicine elimination in
patients with normal renal function. The theoretical risk of
colchicine toxicity through the modulation of P-gp and
CYP3A4 activity is further supported by the presence of
fatal and non-fatal cases of colchicine toxicity reported in
literature with concomitant use of other CYP3A4 and P-gp
inhibitors such as cyclosporin, erythromycin and calcium
channel blockers e.g. verapamil and diltiazem. Other
examples of P-gp and strong CYP3A4 inhibitors include
telithromycin, ketoconazole, itraconazole, HIV protease
inhibitors, and nefazodone.
In view light of the above, USFDA concluded that there is a
risk for severe drug interactions in certain patients treated
with colchicine and concomitant P-gp or strong CYP3A4
inhibitors. Hence, she offered the following advice :
®  Avoid the use of P-gp or strong CYP3A4 inhibitors in
patients with renal or hepatic impairment who are
currently taking colchicine.
®  Prescribing physician should consider a dose
reduction or interruption of colchicine in patients with
normal renal and hepatic function if treatment with a
P-gp or strong CYP3 A4 inhibitor is required.
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Latest safety update for bortezomib (Velcade®)
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Source : United States Food and Drug Administration (USFDA)
http://www.fda.gov/Safety/MedWatch/SafetyInformation/SafetyAlerts
forHumanMedicalProducts/ucm198424.htm
http://www.fda.gov/downloads/Safety/MedWatch/SafetyInformation/
Safety AlertsforHumanMedicalProducts/UCM198426.pdf
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The United States Food and Drug Administration (USFDA)
notified healthcare professionals about the latest updates on
bortezomib (Velcade™) for injections.  Bortezomib is
indicated for the treatments of patients with multiple
myeloma and, also, those patients with mantle cell
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Ilymphoma who have received at least one prior therapy.

According to a randomized, open-label clinical study, the

new updates include :

®  The overall survival in patients with previously
untreated multiple myeloma showed a statistically
significant survival benefit for the bortezomib.

® Do not require a starting dose adjustment for patients
with mild hepatic impairment.

®  Use a lower starting dose for patients with moderate
to severe hepatic impairment since bortezomib is
metabolized by liver enzymes and hepatic impairment
will have an increased exposure of this drug. The
initial dose should be 0.7 mg/m? per injection during
the first cycle, and a subsequent dose escalation to 1.0
mg/m? or further dose reduction to 0.5 mg/m’ may be
considered based on the patient tolerance. Besides,
close monitoring on these patients for toxicities
should also be warranted.

®  Bortezomib is associated with thrombocytopenia and
neutropenia, thus complete blood counts should be
monitored frequently.
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Latgst safety updates on didanosine(Videx®/Videx
EC")
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Sources : United States Food and Drug Administration (USFDA)
http://www.fda.gov/Safety/MedWatch/SafetyInformation/Safety Alert
sforHumanMedicalProducts/ucm199343.htm
http://www.fda.gov/Drugs/DrugSafety/PostmarketDrugSafetyInforma
tionforPatientsandProviders/ucm199169.htm
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The United States Food and Drug Administration (USFDA)
notified healthcare professionals about the latest update on
didanosine(DDI)(Videx"/VidexEC"™). Summaries are listed
as follows:
Upon analysis of the 42 post-marketing reports concerning
patients, who were on didanosine, developed a rare, but
serious, liver complication known as non-cirrhotic portal
hypertension, USFDA concluded a causal association
between the use of didanosine and development of this liver
condition. As the potential severity of this non-cirrhotic
portal hypertension including death from hemorrhaging
esophageal varices, the Agency decided to revise the
Warning and Precautions section of the didanosine drug
label to assure safe use of this medication. However,
USFDA believes the clinical benefits of didanosine for
certain patients with HIV continue to outweigh its potential
risks, hence, the decision to use this drug must be made on
an individual basis between the prescribing physician and
the patient.  Besides, the USFDA also offered the
following additional reminders for healthcare professionals:
® Be aware that didanosine use has been associated
with the development of non-cirrhotic portal
hypertension.
®  Discuss with patients the clinical benefits and
potential risks, including the risk of non-cirrhotic
portal hypertension, with the use of didanosine.
®  Continue to monitor patients for the development of
portal hypertension and esophageal varices.
® Be aware that didanosine already has a Boxed
Warning for lactic acidosis and hepatomegaly with
steatosis.
®  Didanosine in combination with other antiretroviral
agents as well as hydroxyurea or ribavirin has been
associated with the development of liver toxicity.
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Latest safety update on olanzapine (Zyprex®)
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Sources : United States Food and Drug Administration (USFDA)
http://www.fda.gov/Safety/MedWatch/SafetyInformation/Safety Alert
sforHumanMedicalProducts/ucm198402.htm
http://www.fda.gov/downloads/Safety/MedWatch/SafetyInformation/
Safety AlertsforHumanMedicalProducts/UCM198412.pdf
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The United States Food and Drug Administration (USFDA)

notified healthcare professionals about the latest update on

olanzapine(Zyprex") medications. Summaries are listed

as follows:

®  Olanzapine is indicated for use for schizophrenia and
bipolar I disorder (manic or mixed episodes) in
adolescents ages 13 — 17. Before the physicians
decide among the alternative treatments, the clinician
should note that olanzapine has an increased potential
for causing hyperglycemia, hyperlipidemia, weight
gain, hyperprolactinemia, increased frequencies of
sedation-related adverse events, increased hepatic
transminase levels and other potential long-term risks
when this medication is prescribed to the adolescents
as compared to their adult counterparts. In many
cases this may lead them to consider prescribing other
drugs first in adolescents.

® There is a need for comprehensive Treatment
Program in Pediatric Patients when olanzapine is
being used in this population.  Olanzapine is
indicated as an integral part of a total treatment
program for pediatric patients with schizophrenia and
bipolar disorder that may include other measures
(psychological, educational, social) for patients with
the disorders. Effectiveness and safety of olanzapine
have not been established in pediatric patients less
than 13 years of age.
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Source : United States Food and Drug Administration (USFDA)
http://www.fda.gov/Safety/Med Watch/SafetyInformation/Safety Alerts
forHumanMedicalProducts/ucm201003.htm
http://www.fda.gov/Drugs/DrugSafety/PostmarketDrugSafetyInformat
ionforPatientsandProviders/ucm200776.htm
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United States Food and Drug Administration(USFDA)

notified healthcare professionals about the latest safety

update on Long-Acting Beta Agonists(LABAs) Due to

safety concerns, FDA is class-labeling changes for all

LABAs. These changes are based on FDA's analyses of

studies showing an increased risk of severe exacerbation of

asthma symptoms, leading to hospitalizations in patients as

well as death in some patients using LABAs for the

treatment of asthma.

Healthcare professionals are reminded that to ensure the

safe use of these products:

®  Single-ingredient LABAs should only be used in
combination with an asthma controller medication;
they should not be used alone.

® [LABAs should only be used long-term in patients
whose asthma cannot be adequately controlled on
asthma controller medications.

® [ ABAs should be used for the shortest duration of
time required to achieve control of asthma symptoms
and discontinued, if possible, once asthma control is
achieved. Patients should then be maintained on an
asthma controller medication.

®  Pediatric and adolescent patients who require the
addition of a LABA to an inhaled corticosteroid
should use a combination product containing both an
inhaled corticosteroid and a LABA, to ensure
compliance with both medications.

USFDA has determined that the benefits of LABAs in

improving asthma symptoms outweigh the potential risks

when used appropriately with an asthma controller

medication in patients who need the addition of LABAs.
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Latest safety updates on deferasirox (Exjade®)
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Source : United States Food and Drug Administration (USFDA)
http://www.fda.gov/Safety/Med Watch/SafetyInformation/Safety Alerts
forHumanMedicalProducts/ucm200850.htm
http://www.fda.gov/downloads/Safety/Med Watch/SafetyInformation/S
afetyAlertsforHumanMedicalProducts/UCM200858.pdf
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Novartis Oncology and USFDA notified that the product
may cause renal impairment(including failure), hepatic
impairment(including  failure) and  gastrointestinal
hemorrhage. These reactions were more frequently
observed in patients with advanced age, high risk
myelodysplastic syndromes, underlying renal or hepatic
impairment or low platelet counts, and they could be fatal.
Therefore Novartis and USFDA have decided to add the
followings on contraindications:
®  (Creatinine clearance<40 mL/min or serum
creatinine>2 times the age-appropriate upper limit of

normal.

®  Poor performance status and high-risk
myelodysplastic syndromes or advanced
malignancies.

®  Platelet counts <50 x 10°L.

®  Known hypersensitivity to deferasirox or to any other
component of Exjade®.

In addition, Exjade® therapy requires close patient

monitoring, including measurement of:

®  serum creatinine and/or creatinine clearance prior to
initiation of therapy and monthly thereafter; in
patients with underlying renal impairment or risk
factors for renal impairment, monitor creatinine
and/or creatinine clearance weekly for the first month,
then monthly thereafterany risk associated with
Byetta.

®  serum transaminases and bilirubin prior to initiation
of therapy, every two weeks during the first month
and monthly thereafter.
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Latest safety updates on isotretinoin
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Sources : Health Canada
http://www.hc-sc.gc.ca/dhp-mps/alt_formats/pdf/medeft/advisories-avi
s/prof/2010/accutane 2 hpc-cps-eng.pdf
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Health Canada informed prescribers of important new

safety information regarding the use of isotretinoin:

®  There have been very rare post-marketing reports of
severe skin reactions (e.g. erythema multiforme [EM],
Stevens-Johnson syndrome [SJS], and toxic
epidermal necrolysis [TEN] ) associated with
isotretinoin use.

® These events may be serious
hospitalization, disability or death.

®  Patients should be monitored closely for severe skin
reactions and discontinuation of isotretinoin should be
considered if warranted.
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Latest safety update on saquinavir
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Sources : United States Food and Drug Administration (USFDA)
http://www.fda.gov/Drugs/DrugSafety/P ostmarketDrugSafetyInformat
ionforPatientsandProviders/ucm201221.htm
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The U.S. Food and Drug Administration (USFDA) is
reviewing clinical trial data about a potentially serious
effect on the heart from the use of saquinavir in
combination with ritonavir. The data suggest that together
the two drugs may affect the electrical activity of the heart,
causing prolonged QT or PR intervals. A prolonged QT
interval can increase the risk for abnormal heart rhythms,
including a serious abnormal rhythm called torsades de
pointes. A prolonged PR interval can cause heart block.
Therefore, healthcare professionals are recommended:
®  (Closely monitor if any adverse drug reaction occurs
in patients using saquinavir with ritonavir.
®  Not use saquinavir in patients with a history of QT
interval prolongation, preexisting conduction system
disease, ischemic heart disease, cardiomyopathy, or
underlying structural heart disease.
®  Not use saquinavir in patients who are currently using
Class TA (such as quinidine) or Class III (such as
amiodarone) antiarrhythmic drugs or other drugs that
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may prolong the QT or PR interval.
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Sources : United States Food and Drug Administration (USFDA)
http://www.fda.gov/Safety/Med Watch/SafetyInformation/Safety Alerts
forHumanMedicalProducts/ucm203739.htm
http://www.fda.gov/downloads/Biologics Blood Vaccines/BloodBloodP
roducts/ApprovedProducts/LicensedProductsBL As/FractionatedPlasm
aProducts/UCM198725.pdf

Cangene Corporation =2 5[5 £ 47 % g Pu w7 2fl 5
(USFDA) ﬂ{[fgi I SRS EA] TEN ﬁ*ﬁ#éﬁ@li
S Wi’?ﬁ J/ 4 2088 (immune thrombocytopemc purpura,
ITP)FU ]g[ H| WinRho® SDF(Rhy(D) * /83 5
F = $P)) mﬁ['.fﬁ[i’” V'] T (intravascular hemoly51s
IVH)Bfﬁg§ﬁ¢IJ£&F,, ﬁHlEH FEg-i® . IVH (3=
;; I B, B pg}s{ SR A ﬁ Wi

[J%—_{[_‘] 'ﬂl";f’_‘%:p}fl%—jg[ LLIf’: “jJH _‘] E
B )| T RS L 15 IVH ﬁuf‘tj i, 5=
Jlﬁifk B R EE B PRIV E S S (ME 65 77?)
F*JIF“ Cangene Corporation %2 USFDA ¥ %Lrﬁri g i’ M B

4_
L[lﬂ\ T _&

o R FETUIT I, TS R
ARSI D § 4
° rﬁ*fmz T4 P B R, %’TTEJ
fg?ﬁ:ﬂeﬁ_mm
k?—f:‘ﬂ IVH [JFF%”K :[J}‘F'F'I)F #Eﬁﬁ i
3@@[ [&“'Fﬂ{ 1 gum e H'.E%ulﬂﬁﬁ%
’U‘J_'T\%:ﬂ NG \ Eg
PO (FaNetn Wikl SDF i VH Gt o,
55 B A, El%ﬁlw—lﬁéfﬁj W,
c[J}““'ﬂ*f‘:",’V'g;éfl Jj?ﬁ;ﬂljm RS T
2 5 (LDH) ! | % © e

Cangene Corporation and United States Food and Drug
Administration(USFDA) notified healthcare professionals
that cases of intravascular hemolysis (IVH) and its
complications, including fatalities, have been reported in
patients treated for immune thrombocytopenic purpura (ITP)
with WinRho® SDF(Rh,(D) Immune Globulin Intravenous
(Human)). IVH can lead to anemia and multi-system organ
failure including acute respiratory distress syndrome.
Serious complications including severe anemia, acute renal
insufficiency, renal failure and disseminated intravascular
coagulation have also been reported. Fatal outcomes
associated with IVH and its complications have occurred
most frequently in patients of advanced age (age over 65)
with co-morbid conditions. Therefore, Cangene Corporation
and USFDA informed healthcare professionals that:
®  Patients should be closely monitored in a health care
setting for at least eight hours after administration.
® A dipstick urinalysis should be performed at baseline,
2 hours, 4 hours after administration and prior to the
end of the monitoring period.

Patients should be alerted to and monitor for signs
and symptoms of IVH, including back pain, shaking
chills, fever, and discolored urine or hematuria.
Absence of these signs and/or symptoms of IVH
within eight hours do not indicate IVH cannot occur
subsequently.

If signs and/or symptoms of IVH are present or if
IVH is suspected after WinRho® administration,
post-treatment laboratory tests should be performed
including plasma hemoglobin, urinalysis, haptoglobin,
LDH and plasma bilirubin.
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