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The MADRAC Bulletin is a bi-monthly 
publication that provides a selection 
of local safety signals and articles 
discussing local individual case safety 
reports (ICSRs) meant to raise 
awareness among healthcare 
professionals. 

The MADRAC Bulletin also features 
pharmacovigilance-related activities 
conducted by the National 
Pharmaceutical Regulatory Agency 
(NPRA) and contains a list of 
directives based on safety issues 
advised by the Malaysian Adverse 
Drug Reactions Advisory Committee 
(MADRAC) and endorsed by the Drug 
Control Authority (DCA) as well as 
safety alerts that have been published 
on the NPRA website.

DISCLAIMER

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 healthcare 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 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 the 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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To  receive each new issue of this 
bulletin, complete the subscription 
form available on the NPRA website.

https://forms.gle/x7eim2Z99HKVNSsz6�
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In 2025, the NPRA received a total of 35,708 adverse drug reaction (ADR) and adverse event following immunisation 
(AEFI) reports from across Malaysia, marking a 4.9% increase from the 34,035 reports recorded in 2024 (Figure 1).

Adverse Event Reports Received 2016-2025

Figure 1. Total Adverse Drug Reaction (ADR) and Adverse Event Following Immunisation (AEFI) Reports Received Annually (2016-2025)
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The signals in this Newsletter are based on information derived from reports of suspected adverse events available in the Malaysian Pharmacovigilance 
Database (QUEST)1 and the WHO global database of individual case safety reports (VigiBase)2*. The signals presented below are intended to raise awareness of 
reported adverse events and stimulate additional reporting from healthcare professionals.

A safety signal, according to the WHO-Uppsala Monitoring Centre (UMC) definition3, refers to information on a new or known side effect that may be caused 
by a medicine and is typically generated from more than a single report of a suspected side effect. It is important to note that a signal does not indicate a direct 
causal relationship between a side effect and a medicine, but is essentially only a hypothesis that, together with data and arguments, justifies the need for 
further assessment.

Written by Lee Sing Chet; Reviewed by Nora Ashikin Mohd Ali

Lorlatinib and Hepatotoxicity 

Trigger of Signal 1,2

During routine signal detection activity, quantitative 
analysis identified slight disproportionality in the 
reported terms concerning liver-related 
investigations, signs, and symptoms associated 
with lorlatinib (IC025=0.1). As of August 2025, NPRA 
has received six adverse reaction reports relevant to 
this safety concern. Reported terms included hepatic 
function abnormal, hypertransaminasaemia, 
hyperbilirubinaemia, blood bilirubin increased, 
aspartate aminotransferase (AST) increased, and 
alanine aminotransferase (ALT) increased.

Local Reports 1 

The six reports involved two males and four females 
aged 42 to 62 years (median age = 58 years). 
Time-to-onset was reported in two cases, with both 
events occurring at four weeks. Two cases were 
classified as ‘serious’ due to hospitalisation or 
prolonged hospitalisation, but further details were 
unavailable due to the absence of a narrative in the 
reports. Alectinib was co-suspected in one case, while 
concomitant drugs were not mentioned in the 
remaining reports. Therefore, it was not possible to 
assess potential drug-drug interactions with strong 
CYP3A inducers. Half of the cases were reported as 
resolved or resolving, whereas the outcomes for the 
other cases were not specified at the time of 
reporting.
 

Background

Lorlatinib is a selective third-generation inhibitor of 
anaplastic lymphoma kinase (ALK).� It is indicated for 
the treatment of adult patients with ALK-positive 
advanced non-small cell lung cancer (NSCLC).�

Concomitant use of lorlatinib and strong cytochrome 
P450 3A (CYP3A) inducers is known to cause serious 
hepatotoxicity, specifically elevations in AST and ALT.� 
Such concomitant use is contraindicated, as noted in 
the local package insert. While the exact biochemical 
mechanism of hepatotoxicity is still being elucidated, 
one of the proposed mechanisms includes activation 
of the pregnane X receptor (PXR), a nuclear hormone 
receptor that is involved in the regulation of hepatic 
drug metabolism, by lorlatinib and rifampicin, both of 
which act as PXR agonists.�,�

Notably, even when used in the absence of strong 
CYP3A inducers, lorlatinib has been associated with 
AST and ALT elevations.� This was observed in the 
CROWN trial, although the incidence of Grade 3 or 
higher events was low, and no fatalities have been 
attributed to these elevations. 

Signals
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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.

Conclusion & Advice

The concomitant use of lorlatinib and strong CYP3A 
inducers is contraindicated due to the risk of serious 
hepatotoxicity. When used in the absence of strong 
CYP3A4 inducers, an association with hepatotoxicity 
can neither be confirmed nor excluded. Healthcare 
professionals are encouraged to provide detailed 
clinical narratives when reporting adverse events. 
This will improve the characterisation of 
lorlatinib-associated hepatotoxicity, both with and 
without concomitant use of strong CYP3A inducers.
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List of Safety Alerts and 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 and DCA directives that were recently issued, which 
are available on the NPRA website. 

4 Garcinia Cambogia and 
Hydroxycitric Acid

Risk of Hepatotoxicity 27-Jan-2026 -

3 Prescription Opioid Risk of Oesophageal Dysfunction 22-Jan-2026 -

Active Ingredients Directive Ref. No. [Date]
Active Ingredients Directive Ref. No. [Date]

SA DateDateTitle

Safety Alerts

https://quest3plus.bpfk.gov.my/front-end/adr_web_form_mid.php�

https://forms.gle/x7eim2Z99HKVNSsz6�

chrome-extension://efaidnbmnnnibpcajpcglcle�ndmkaj/https://www.npra.gov.my/easyarticles/images/users/1066/ADR%20Reporting/ADR_Form_Healthcare_Prof_web.pdf�

NPRA Safety Information Mailing List

To join the mailing list: 

scan the QR code to complete 
the subscription form available 
on the NPRA website, or

send an email with your details to
fv@npra.gov.my

a)

b)
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How to report adverse events?

Pharmacovigilance Section,
National Pharmaceutical Regulatory Agency (NPRA),
Ministry of Health, Malaysia.
Lot 36, Jalan Prof Diraja Ungku Aziz (Jalan Universiti),
46200 Petaling Jaya, Selangor, Malaysia.

fv@npra.gov.my

www.npra.gov.my

2. Report ADR as Healthcare Professional

 and submit the completed form 

NPRA encourages all healthcare professionals to report all suspected 
adverse drug reactions (ADR) to medicines, including pharmaceutical 
products, over-the-counter medicines, traditional medicines, and health 
supplements, as well as adverse events following immunisation (AEFI) with 
vaccines.

https://www.npra.gov.my/index.php/en/health-professionals/reporting-adr�

To report ADR/AEFI:

   Download the 
via email or post:

1. Visit 

Vitamin B6 (Pyridoxine) Risk of Peripheral Neuropathy 27-Jan-2026 -5

Linezolid Risk of Rhabdomyolysis 10-Feb-20266

Palbociclib Risk of Venous Thromboembolism 10-Feb-2026 NPRA.600-1/9/13(73) Jld.1
[15 Jan 2026]

7

NPRA.600-1/9/13(74) Jld.1
[15 Jan 2026]

Sulfamethoxazole, 
Trimethoprim (Cotrimoxazole)

Risk of Circulatory Shock1

Clindamycin Risk of Oesophagitis and 
Oesophageal Ulcer

NPRA.600-1/9/13(75) Jld.1 
[15 Jan 2026]

2

NPRA.600-1/9/13(76) Jld.1 
[15 Jan 2026]

14-Nov-2025

Editors

Goh Pui Yen

Dr. Rema Panickar
Lim Sze Gee

Saleha Abd Rahman @ Ngah

ADR manual form

https://www.npra.gov.my/index.php/en/component/content/article/465-english/safety-alerts-main/safety-alerts-2025/1527793-sulfamethoxazole-trimethoprim-cotrimoxazole-risk-of-circulatory-shock.html?Itemid=1391
https://www.npra.gov.my/index.php/en/directive-general/1527813-direktif-untuk-semua-produk-yang-mengandungi-kombinasi-sulfamethoxazole-dan-trimethoprim-cotrimoxazole-pengemaskinian-sisip-bungkusan-dan-rimup-dengan-maklumat-keselamatan-berkaitan-risiko-circulatory-shock.html
https://www.npra.gov.my/index.php/en/directive-general/1527812-direktif-untuk-semua-produk-yang-mengandungi-clindamycin-dalam-sediaan-oral-kapsul-pengemaskinian-sisip-bungkusan-dan-rimup-bagi-memperkukuhkan-maklumat-keselamatan-berkaitan-risiko-oesophagitis-dan-oesophageal-ulcer.html
https://www.npra.gov.my/index.php/en/component/content/article/475-english/safety-alerts-main/safety-alerts-2026/1527815-prescription-opioid-risk-of-oesophageal-dysfunction.html?Itemid=1391
https://www.npra.gov.my/index.php/en/component/content/article/475-english/safety-alerts-main/safety-alerts-2026/1527817-garcinia-cambogia-and-hydroxycitric-acid-risk-of-hepatotoxicity.html?Itemid=1391
https://www.npra.gov.my/index.php/en/component/content/article/475-english/safety-alerts-main/safety-alerts-2026/1527818-vitamin-b6-pyridoxine-risk-of-peripheral-neuropathy.html?Itemid=1391
https://www.npra.gov.my/index.php/en/component/content/article/475-english/safety-alerts-main/safety-alerts-2026/1527804-linezolid-risk-of-rhabdomyolysis.html?Itemid=1391
https://www.npra.gov.my/index.php/en/directive-general/1527811-direktif-untuk-semua-produk-yang-mengandungi-linezolid-pengemaskinian-sisip-bungkusan-dan-rimup-dengan-maklumat-keselamatan-berkaitan-risiko-rhabdomyolysis.html
https://www.npra.gov.my/index.php/en/component/content/article/475-english/safety-alerts-main/safety-alerts-2026/1527820-palbociclib-risk-of-venous-thromboembolism.html?Itemid=1391
https://www.npra.gov.my/index.php/en/directive-general/1527810-direktif-untuk-semua-produk-yang-mengandungi-palbociclib-pengemaskinian-sisip-bungkusan-dan-rimup-dengan-maklumat-keselamatan-berkaitan-risiko-venous-thromboembolism-vte.html
https://www.npra.gov.my/easyarticles/images/users/1066/ADR%20Reporting/ADR_Form_Healthcare_Prof_web.pdf
https://www.npra.gov.my/index.php/en/report-an-adverse-event
https://forms.gle/x7eim2Z99HKVNSsz6
https://www.npra.gov.my/index.php/en/
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