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The MADRAC Bulletin is published by the National Pharmaceutical Regulatory Agency (NPRA), Ministry of Health (MOH), Malaysia. This publication is meant
to provide updates on medication safety issues to health care professionals, and not as a substitute for clinical judgement. While reasonable care has been
taken to verify the accuracy of the information at the time of publication, the NPRA shall not be held liable for any loss of whatsoever arising from the use
or reliance on this publication. The opinions expressed in all articles are the authors’ own and do not necessarily reflect the view of NPRA.

We would like to thank the Director General of Health, Malaysia for his permission to publish the case report articles.
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Articles Based on Case Reports

This section discusses local individual case safety reports of suspected adverse events recorded in the Malaysian Pharmacovigilance Database (QUEST).! The
case reports presented in this section are intended to serve as a reminder of potential adverse events that health care providers should be aware of in day-to-day
clinical practice, take account of, and report to the NPRA if any relevant events occur. Information contained in these articles is not comprehensive but rather

represents a selection of clinically relevant items that warrants dissemination.

Sodium Valproate: Risk of Acute Pancreatitis

By Nur Ayuni Binti Ahmad

Case Report 1’

A 19-year-old Chinese male patient presented to the
hospital with a pancreatic pseudocyst. He had been
on oral sodium valproate 400 mg twice daily and oral
lamotrigine 25 mg once daily for epilepsy for the past
seven (7) years. No other underlying medical illnesses
were reported. Therapeutic drug monitoring showed
that his sodium valproate level was within the
therapeutic range (54.7 mcg/mL). Sodium valproate
was subsequently withdrawn and substituted with
levetiracetam. The outcome of the adverse event was
unknown at the time of reporting. In view of the
potential presence of confounding factors over an
extended period, concomitant drugs, and an
unknown dechallenge outcome, the drug-reaction
causal relationship between the drug and the
observed event in this case was assessed as C3
possible.

Case Report 2'

A 16-year-old Malay male patient presented to the
hospital with abdominal pain that persisted for a day
and was not resolved by medications. He had been
taking oral sodium valproate 500 mg thrice daily for
epilepsy for 11 years, and no other medical illnesses
were known. When an abdominal ultrasound
suggested necrotising pancreatitis, the diagnosis of
acute pancreatitis secondary to sodium valproate
was made. Sodium valproate was withdrawn, and the
patient was given injection phenytoin thrice daily. At
the time of reporting, the patient had not yet
recovered from the adverse event. Considering the
potential presence of confounding factors over an
extended period and an unknown dechallenge
outcome, a C3 possible drug-event causal relationship
was assigned to this case.

Discussion

Sodium valproate is generally indicated for the
treatment of neuropsychiatric illnesses, including
epilepsy and bipolar disorder.?® There are 10 registered
products containing sodium valproate in Malaysia,
available in the form of tablets (6), syrups (3), and
injection (1).4

Acute pancreatitis is commonly presented with a
sudden onset of symptoms, such as abdominal pain,
abdominal distension, nausea, vomiting, fever,
diarrhoea, jaundice, as well as elevated levels of serum
amylase and lipase.>® Local or systemic complications,
such as pancreatic pseudocysts, fluid accumulation,
infections, sepsis, or chronic pancreatitis, may also
arise.®”

Sodium  valproate-induced acute pancreatitis s
characterised as an idiosyncratic complication, which
lacks a clear association with the treatment duration,
dosage, or serum levels of valproate.>’ Its occurrence
has been reported within 1 week to 12 years following
exposure to sodium valproate.” Potential contributory
risk factors include the younger age group, severe
seizures, severe neurological impairments, combined
anticonvulsant therapy, and a prior history of drug
sensitivity.>¢”




The precise mechanism underlying sodium valproate
causes pancreatitis remains elusive ' Several studies
have proposed a direct toxic effect on pancreatic
tissues mediated by free radicals.®™ The increased
presence of free radicals owing to the decrease of
antioxidant enzymes, such as superoxide dismutase,
catalase, and glutathione peroxidase, may contribute to
enhanced endothelial  permeability and lipid
peroxidation, leading to tissue damage that induces
pancreatitis. Additionally, it has been suggested that
the decrease in carnitine levels caused by sodium
valproate use plays an important role in pancreatic
damage.’

Even though acute pancreatitis associated with sodium
valproate is a rare occasion, severe and potentially fatal
cases may happen.>® Observed patient outcomes vary
from full recovery after drug discontinuation to severe
acute pancreatitis and death, with the likelihood of fatal
outcomes increases with pancreatitis-related hepatic
failure.2™ Early recognition and prompt management of
sodium valproate-associated acute pancreatitis have
reported positive outcomes.”

To date, the NPRA has received 650 local adverse drug
reaction (ADR) reports with 1,101 adverse events
associated with sodium valproate use." The most
commonly involved system organ classes (SOC) were
skin and subcutaneous tissue disorders (357), nervous
system disorders (140), and investigations (123), with
thrombocytopenia (66), pruritus (60), and rash
maculo-papular (60) being the most frequently
reported adverse events.

At the time of writing, there were six (6) local cases
suspected of sodium valproate-related pancreatitis
involving five (5) male and one (1) female between 3-36
years old, including the two (2) cases described above.
The reported adverse events were pancreatitis acute
(3), pancreatitis (1), pancreatitis necrotising (1), and
pancreatic pseudocyst (1). Of these six (6) cases, only
one (1) patient was reported as not yet recovered, while

the outcomes of the remaining patients were unknown.

As of January 2023, a search of VigiBase, the World
Health Organisation (WHO) database, identified 2,077
cases reporting acute and chronic pancreatitis of all
subtypes under the MedDRA High-Level Term (HLT),
including pancreatitis (1,317), pancreatitis acute (592),
and pancreatitis necrotising (83), suspected to be
related to sodium valproate use.™
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*DISCLAIMER

VigiBase is the WHO global database of reported potential adverse effects of medicinal
products, developed and maintained by Uppsala Monitoring Centre (UMC). This
information comes from a variety of sources, and the likelihood that the suspected adverse
effect is drug-related is not the same in all cases. This information does not represent the
opinion of the UMC or the WHO.

Advice for Health Care Professionals
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Risk of Acute Kidney Injury with Dabigatran in Patients with Atrial Fibrillation

By Farah Faridah Binti Jamaludin

Case Report1

A 73-year-old female with a medical history of
hypertension, type 2 diabetes mellitus, and
dyslipidaemia was started on oral dabigatran 150 mg
twice a day for atrial fibrillation during her last
discharge. Twelve days later, she presented at the
emergency department with complaints of vomiting,
poor oral intake, and loss of appetite over the past
three (3) days. Upon examination, her renal profile
revealed elevated serum creatinine levels. The patient
was diagnosed with acute kidney injury (AKI)
secondary to dabigatran. Following the withdrawal
of dabigatran, her serum creatinine level showed a
decrease within a week. Figure 1 illustrates the
chronology of AKI manifestations in relation to
dabigatran use. In light of the potential presence of
confounding factors, including comorbidities and
concomitant drugs, a C3 possible drug-event causal
relationship was assigned to this case.

Discussion

Dabigatran, a direct thrombin inhibitor belonging to
direct oral anticoagulants (DOACs), is specifically
indicated for treating or preventing thrombosis and
embolism in certain medical conditions, including
reducing the risk of stroke and systemic embolism in
patients with non-valvular atrial fibrillation (AF).>3
Dabigatran undergoes approximately 80% renal

C. Dabigatran 150 mg BD
started

[Baseline] Creatinine: 311 pmol/L
Urea: 18 mg/dL

Creatinine: 68 umol/L
Urea: 41 mg/dL

elimination and is contraindicated in patients with
severe renal impairment (creatinine clearance <30
mL/min).>* In Malaysia, there are currently three (3)
registered products that contain dabigatran etexilate,
the prodrug of the active ingredient dabigatran, in
capsule formulations.

Acute kidney injury (AKI), characterised by an abrupt
deterioration of kidney function with a significant surge
in serum creatinine, can lead to increased morbidities
and mortality.5® Continuous declines in kidney function
have been observed in patients with AF receiving
anticoagulants, including dabigratran.®™ Compared to
warfarin, dabigatran was associated with a significantly
lower risk of AKI and a slower decline in eGFR.5™
However, periodic monitoring and maintenance of
adequate renal function are crucial in AF patients
receiving dabigatran, as worsening renal function has
been linked to increased risks of stroke and bleeding.”

Two possible mechanisms underlying
dabigatran-induced AKI have been proposed: first,
tubular obstruction by red blood cells (RBCs); and
second, damage to the renal tubules and interstitium
caused by inhibition of protease-activated receptor 1
(PAR-1) from reduced thrombin activities by
anticoagulants®'"2  Conditions such as renal
vasoconstriction,  ischaemia,  pro-inflammatory
cytokine release, and oxidative stress, collectively
contribute to renal damage. A recent single-centre

C. Dabigatran 150 mg BD

withdrawn

I

Diagnosed as acute kidney injury
secondary to dabigatran

Creatinine: 696 pmol/L

Creatinine: 223 pmol/L

Urea: 40 mg/dL Urea: 10 mg/dL

Developed

vomiting, poor oral intake
& loss of appetite

Figure 1: Timeline of clinical manifestations of acute kidney injury event in relation to dabigatran use. D: Day




study reviewing kidney biopsies suggests that, rather
than directly affecting the glomerular filtration barrier,
excessive  anticoagulation  with  warfarin/DOAC
aggravates underlying glomerular diseases and
increases glomerular haematuria, which lead to RBC
casts formation and acute tubular necrosis.™

At the time of writing, the NPRA has received 391
adverse drug reaction (ADR) reports with 694 adverse
events suspected to be associated with dabigatran
use." The most commonly involved system organ class
(SOC) was gastrointestinal disorders (207 events) with
upper gastrointestinal haemorrhage (25) being most
frequently reported.

Locally, of the 47 events involving SOC Renal and
urinary disorders, AKI (8), acute kidney failure (2),
and renal failure (2) were reported in patients aged
60 years old and above within days to months
following dabigatran use.” Five (5) of these, including
the discussed case, reported underlying AF. At the
time of reporting, one (1) case was noted as
recovering, three (3) were not recovered, three (3)
reported fatal outcomes, and the remaining cases had
unknown outcomes. Other reported renal events
included haematuria (20) and renal impairment (5).
Globally, a search of World Health Organisation
(WHO) international ADR database (VigiBase)
identified 1,636 reports of AKI and 729 reports of
renal failure suspected to be associated with
dabigatran use.’

*DISCLAIMER

VigiBase is the WHO global database of reported potential adverse effects of medicinal
products, developed and maintained by Uppsala Monitoring Centre (UMC). This
information comes from a variety of sources, and the likelihood that the suspected adverse
effect is drug-related is not the same in all cases. This information does not represent the
opinion of the UMC or the WHO.

Advice for Health Care Professionals
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Pharmacovigilance Seminar: Pharmacovigilance for Safer Use of Medicines

On 6" April 2023, the National Pharmaceutical Regulatory Agency (NPRA) hosted a virtual Pharmacovigilance Seminar
for private-sector pharmacists. This event drew the participation of over 250 pharmacists across Malaysia from a variety
of fields, including the pharmaceutical industry, hospitals, community pharmacies, clinics, and academia.
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This Pharmacovigilance Seminar aimed to heighten awareness among
private-sector pharmacists about the importance of reporting of adverse drug
reactions (ADR) and adverse events following immunisation (AEFI), to improve
the quality of reports sourced from private sector for enhancing local safety
signal detection, and to provide a deeper understanding of how
pharmacovigilance activities impact the safety of medicines in Malaysia.

PHARMACOVIGILANCE FOR P = PHARMACOVIGILANCE FOR
SAFER USE OF MEDICINES, SAFER USE OF MEDICINES
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During the seminar, participants gained insights about the Malaysian Pharmacovigilance System and learned about how
four principal pharmacovigilance activities—ADR/AEFI monitoring and management, safety signal detection, risk
assessment and management, and risk communication—contribute to safer use of medicines in Malaysia.

In the initial session, participants grasped the importance of the quality of ADR/AEFI reports and they were guided on
how to construct high-quality reports. The following session enlightened them on how new safety signals are detected
from a range of sources, including local ADR/AEFI reports, reference countries, notifications from product registration
holders (PRHs), the evaluation of periodic safety documents, and published literature. Subsequently, participants were
briefed on the process of safety issue evaluation and the types of regulatory actions necessary for managing the risks.
Lastly, the seminar underscored the crucial elements of effective risk communication, and participants gained familiarity
with the various channels available for risk communication within Malaysia.
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List of Safety Alerts/Directives Related to Drug Safety Issues

NPRA reviews and presents drug safety issues at meetings of the Malaysian Adverse Drug Reactions Advisory
Committee (MADRAC) to determine the appropriate risk minimisation measures. Regulatory actions are proposed to the
Drug Control Authority (DCA), resulting in DCA directives issued to ensure local package inserts and consumer
medication information leaflets (RIMUP) for all products containing the affected active ingredients are updated with the
required safety information. The table below shows the safety alerts/DCA directives that were recently issued, which are
available on the NPRA website.

Active Ingredients Safety Alerts (SA) Directive Ref. No. [Date]

Diclofenac Suppositories  Off-Label Use to Treat Fever in Children:  11-Apr-2023
Potential Risk of Acute Necrotising
Encephalopathy of Childhood (ANEC)

Azacitidine Risk of Differentiation Syndrome 19-Apr-2023 NPRA.600-1/9/13 (23) JId.1
[11-Apr-2023]

Comirnaty Vaccine Risk of Heavy Menstrual Bleeding 02-May-2023

Griseofulvin Risk of Severe Cutaneous Adverse 03-May-2023  NPRA.600-1/9/13 (22) JId.1
Reactions (SCARs) [11-Apr-2023]

How to report adverse events? NPRA Safety Information Mailing List

NPRA encourages all health care professionals to report all suspected

adverse drug reactions (ADR) to medicines, including pharmaceutical

products, over-the-counter medicines, traditional medicines, and health To join the mailing list,

supplements, as well as adverse events following immunisation (AEFI) with complete the

vaccines. available on NPRA website, or
send an email with your details to

To report ADR/AEFI:
1. Visit www.npra.gov.my

2. Report ADR as Health Care Professional Editorial Board
a) Choose Online Reporting or

b) Download the ADR manual form and submit the completed form via Advisors

email or post: Puan Rosilawati binti Ahmad
Dr. Noraida Mohamad Zainoor

fv@npra.gov.my

Pharmacovigilance Section, Chief Editor .
National Pharmaceutical Regulatory Agency (NPRA), Norleen Mohamed Ali
Ministry of Health, Malaysia. Edit

Lot 36, Jalan Prof Diraja Ungku Aziz (Jalan Universiti), Linﬁiee
46200 Petaling Jaya, Selangor, Malaysia. Choo Sim Mei



https://www.npra.gov.my/index.php/en/directive-general/1527486-direktif-untuk-semua-produk-yang-mengandungi-azacitidine-pengemaskinian-sisip-bungkusan-dengan-maklumat-keselamatan-berkaitan-risiko-differentiation-syndrome-ds.html
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