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Editors: 



EDITORIAL 

 
AI IN MEDICINE REGULATION: OPPORTUNITIES, CHALLENGES 

AND IMPACTS 

 
Artificial Intelligence (AI) refers to machine-based systems that employ 

algorithms to meet human-defined goals through predictions, recommendations, 

or decisions. AI's applications are expanding across various sectors, including 

healthcare, where it enhances clinical care, manufacturing, research, and 

regulatory processes. In recent years, regulatory bodies have issued key 

guidelines on AI in medicine regulation. USFDA published a discussion paper 

on AI in drug manufacturing in 2023 and a draft on AI for use in making 

regulatory decisions in January 2025. The European Medicines Agency (EMA) 

released its final reflection paper on the use of AI in the medicinal product life 

cycle in September 2024. In the UK, the MHRA launched the "AI Airlock" 

sandbox in 2024 to pilot regulatory approaches. WHO issued regulatory 

considerations on AI in 2023 and guidance on large models in 2024.  

AI can assist regulatory authorities in medicine regulation in areas like dossier 

assessment, pharmacovigilance, quality control, policy making etc. With 

Natural-language processing programs, AI can analyze large volume of data that 

are present in regulatory submissions, health records, literature etc. This can be 

beneficial for human reviewers to further evaluate the documents as it reduces 

review time. It can help regulatory authorities to make faster and more reliable 

regulatory decisions. In pharmacovigilance, AI can identify trends and interpret 

findings fast enabling early risk identification for timely intervention if 

necessary. AI tools can detect substandard or falsified medicines by analyzing 

product images, packaging etc. AI tools can determine the abnormal pattern 

suggesting data integrity issues related to batch manufacturing, analytical 

reports, stability reports etc. AI can predict how a new regulation might affect 

public health outcomes and to evaluate different policy options to reach to the 

most suitable regulatory policy assisting regulatory authorities in evidence and 

risk-based decision making. 

AI system development, its validation, and its regular maintenance require 

significant amount of financial resources.  Many AI systems are opaque and 

generate hard to explain outcomes. Even though an AI interprets that there 

might be potential risk with the drug, regulatory authority still needs to justify 

this to manufacturers or to other stakeholders. If routine review tasks are 

automated, human expertise can decline. Regulatory staff might become overly 

reliant on algorithmic outputs, reducing their ability to catch unusual but critical 

issues not foreseen by the model. Utilization of patient records, or adverse-event  

 

 

 



information, in cloud-based AI systems will expose sensitive health information 

to cyber-based vulnerabilities like cyber-attacks. Countries need to analyze 

these risks and benefits of using AI and make an informed decision regarding 

the use of AI. 

 

AI can help patients to get faster access to new treatments and sooner detection 

of safety issues. However, if not properly designed it may fasten the approval of 

drugs with significant risk to patient and may delay the approval of good ones. 

AI in the approval process can expedite regulatory reviews for the 

pharmaceutical industry. Faster and more predictable decision-making by 

regulatory authorities may encourage pharmaceutical industries for more 

research and development.  

It is necessary for regulatory authorities to ensure regulatory preparedness 

before implementing AI to increase the benefits and reduce potential harms. 

Regulatory authorities must develop strong data systems by digitalizing all 

manual records, along with access to health records with interoperable systems. 

Availability of skilled professionals is also crucial before implementing AI. 

Algorithms shall be used to analyze data and highlight potential issues but final 

decisions shall be made by human experts. AI models used in regulatory review 

process must be open to professional review. Key performance metrics such as 

sensitivity, specificity etc. should be disclosed. AI models must be regularly 

updated.  Regulatory authorities with limited resources can gain from working 

together. For example, regional groups of regulatory authorities could purchase 

AI tools jointly, harmonize standards and can have joint training for 

professionals. Clear communication with the public is important. Explaining 

how AI is useful in regulatory review process and safeguarding public health is 

important. It will help to build public trust. Alignment with global regulatory 

guidelines (guidelines from WHO, ICH members, WHO listed authorities) for 

use of AI in medicine regulation is important.  

In conclusion, AI can be used to perform regulatory functions more efficiently. 

There are certain challenges like cost, data privacy, transparency, over-reliance 

on machines. Legal frameworks, strong data systems and skilled human 

resources are essential for the implementation of AI.  With clear guidelines and 

careful oversight, AI can be a valuable tool to strengthen medicine regulation 

and protect public health. 
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1. आ.व. २०8१/८२ को दोस्रो, तेस्रो र चौंथो तै्रमासिकको प्रगसत 
वववरण 

 

अनगुमन, मलु्ाांकन तथा काननु का्ाान्व्न महाशाखा अन्तगात मखु्् का्ाहरु: 
औषसि पिल/फामेिी सनरीक्षण : 

वववरण काठमाडौँ ववराटनगर वीरगांज नेपालगांज जम्मा 

 लक्ष्् ७५० ३७५ ३७५ ३७५ १८७५ 

प्रगसत ८०३ ५११ ४०८ ५७३ २२९५ 

प्रगसत प्रसतशत(%) १०७ १३६.२ १०८.८ १५२ १२२.४ 

  

उद्योग सनरीक्षण : 

वववरण काठमाडौँ ववराटनगर वीरगांज नेपालगांज जम्मा 

लक्ष्् ६० ४ ९ ४ ७७ 

प्रगसत ४५ ४ ७ ६ ६२ 

प्रगसत प्रसतशत (%)   ७५ १०० ७७.७८ १५० ८०.५२ 

 

 

औषसि मलु्ाांकन तथा दताा महाशाखा अन्तगात मखु्् का्ाहरु: 

सि.न
. 

का्ा वववरण  
िांख््ा 

१.  
न्ााँ उत्पादन अनजु्ञापत्र प्रदान 

न्ााँ (उद्योग) 
४६६ 
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सि.न
. 

का्ा वववरण  
िांख््ा 

२.  उत्पादन अनजु्ञापत्र नवीकरण ५३४७ 

३.  
बजार सबवि ववतरण प्रमाणपत्र 

प्रदान न्ााँ (उद्योग) 
४०० 

४.  
बजार सबवि ववतरण प्रमाणपत्र 

नवीकरण 
४३३२ 

५.  
पैठारी सिफाररिपत्र प्रदान 
कच्चा पदाथा न्ााँ उद्योग  

४४९ 

६.  पैठारी सिफाररिपत्र नवीकरण ४४० 

७.  ववदेशी औषसि उद्योग दताा १२ 

८.  न्ााँ ववदेशी औषसि दताा २०८ 

९.    ववदेशी औषसि नसबकरण २८४९ 

१०.     ववदेशी औषसि पनु:दताा ८२ 

 काठ
माडौँ 

ववराटनगर वीरगांज 
नेपालगां

ज 
जम्मा 

११.  न्ााँ फामेिी दताा  
६७० २८२ २६८ २२२ १४४२ 

१२.  फामेिी नसबकरण  ४८८
२ 

२३२९ १८२९ १६९६ १०७३६ 

१३.  फामेिी रद्ध  ४१३ १८४ १४५ १२१ ८६३ 

१४.  फामेिी पनु: का्म  ३४० १६८ ९६ १५१ ७५५ 
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सि.न
. 

का्ा वववरण  
िांख््ा 

१५.  व््वशा्ी प्रमाणपत्र दताा  ४ ० ० ० ४ 

१६.  व््विा्ी प्रमाणपत्र नववकरण १९९ १९२ १३९ १०० ६३० 

 
्ोजना, िमन्व् तथा व््वस्थापन महाशाखा अन्तगात मखु्् का्ाहरु 

सि.न. का्ा वववरण  िांख््ा 

१.  Uppsala Monitoring Centre मा ADR Reporting गररएको िांख््ा ८६ 

२.  जोखखममा आिाररत बजाररकृत औषसिको नमूना िांकलन तथा 
ववश्लषेणको लासग पठाएको पररक्षण प्रसतवेदन  

२०२ 

३.  औषसि िूचना प्रवाह ३२ 

४.  ड्रग बलेुवटन प्रकाशन १ 

 

अन्् का्ाहरु 
सि.न. का्ा वववरण  िांख््ा 

१. WHO GMP प्रमाणीकरणको िांख््ा १९ 

 २. औषसि उत्पादन कुशल अभ््ाि प्रमाणीकरणको िांख््ा ११ 

३. फामेिी सनलम्वन िांख््ा  २५७ 

४. मदु्दा दा्र गररएको िांख््ा ७३ 
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2. REGULATORY NEWS 

 

Amphotericin B (lipid formulations)  

Risk of hyperkalemia Europe.  

The PRAC of the EMA has recommended updating the product information for 

amphotericin B (lipid formulations, AmBisome® and Abelcet®) to include the 

risk of hyperkalemia. PRAC has also agreed that no further action is deemed 

warranted at this stage for non-lipid amphotericin B (Fungizone®), of which 

product information already includes the risk of hyperkalaemia. Amphotericin B 

is an antifungal medication used for serious fungal infections and leishmaniasis. 

Lipid formulations and non-lipid amphotericin B products are not equivalent in 

terms of pharmacodynamics, pharmacokinetics and dosing and so the products 

should not be used interchangeably without accounting for these differences.  

The updated product information for lipid formulations of amphotericin B states:  

 Cases of hyperkalemia (some of them leading to cardiac arrhythmias and cardiac 

arrest) have been reported. Most of them occurred in patients with renal 

impairment, and some cases after potassium supplementation in patients with 

previous hypokalemia.  

Therefore, renal function and laboratory evaluation of potassium should be 

measured before and during treatment. This is particularly important in patients 

with pre-existing renal disease, who have already experienced renal failure, or in 

patients receiving concomitant nephrotoxic medications. 

Source: WHO Pharmaceuticals Newsletter No.4, 2024 

 

Azithromycin 

Rare risk of cardiovascular death 

Australia. The Therapeutic Goods Administration (TGA) has updated warning 

about the risk of sudden cardiovascular death to the Product Information (PI) and 

Consumer Medicine Information (CMI) documents for azithromycin.  

Azithromycin is indicated for mild to moderate infections in adults, including 

upper and lower respiratory tract infections, as well as uncomplicated skin and 

skin structure infections, among others.  

Azithromycin already carried a warning of ventricular arrhythmias associated 

with prolonged QT interval. The update describes an increased short-term risk of 

cardiovascular death with azithromycin compared to other antibacterial drugs, 

including amoxicillin. This risk is rare but appears to be greater during the first 5 

days of azithromycin use.  

The new warning also advises that healthcare professionals should consider a 
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screening ECG in patients’ event and updated warnings by the Food and Drug 

Administration in the US. It is important to note that the Committee observed that 

the information in the observational studies was insufficient to establish or 

exclude a causal relationship between acute cardiovascular death and 

azithromycin use due to inconsistent results between studies. at high risk of a 

prolonged QT, based on their medical history or ongoing medical treatments.  

The update was made following a recommendation from the Australian Advisory 

Committee on Medicines. This was based on the Committee’s review of 

published literature including observational studies, the seriousness of the adverse 

event and updated warnings by the Food and Drug Administration in the US. 

 It is important to note that the Committee observed that the information in the 

observational studies was insufficient to establish or exclude a causal relationship 

between acute cardiovascular death and azithromycin use due to inconsistent 

results between studies. 

Source: WHO Pharmaceuticals Newsletter No.5, 2024 

 

Chlorhexidine (cutaneous use) 

Risk of persistent corneal injury and significant visual impairment  

Europe. The PRAC of the EMA has recommended updating the product 

information for chlorhexidine for cutaneous use, indicated for skin disinfection, 

and relevant combination products to include the risk of persistent corneal injury 

and significant visual impairment. Chlorhexidine is an antiseptic and disinfectant, 

which is used for skin disinfection before surgery. Cases of severe corneal 

erosion and permanent significant visual impairment due to inadvertent ocular 

exposure have been reported post-marketing, leading to some patients requiring 

corneal transplant. The updated product information for the relevant 

chlorhexidine products state: 

This product must not come into contact with the eye. 

 • Serious cases of persistent corneal injury, potentially requiring corneal 

transplant, were reported following accidental ocular exposure to chlorhexidine 

containing medicinal products despite taking eye protective measures due to 

migration of solution beyond the intended surgical preparation area. 

 • Extreme care must be taken during application to ensure that this product does 

not migrate beyond its intended application site into the eyes. Particular care 

should be taken in anaesthetised patients, who are unable to immediately report 

ocular exposure. 

 • If this product comes into contact with the eyes, wash out promptly and 

thoroughly with water. An ophthalmologist’s advice should be sought. 

Source: WHO Pharmaceuticals Newsletter No.4, 2024 
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Fezolinetant 

Risk of liver injury 

United States. The US FDA has added a warning about the risk of liver injury to 

the existing warning about elevated liver function test values and required liver 

function testing in the prescribing information for fezolinetant (Veozah®). 

 Fezolinetant is a nonhormonal prescription medicine approved to reduce the 

frequency and severity of moderate to severe hot flashes caused by menopause. 

The medicine is in a drug class called neurokinin 3 (NK3) receptor antagonists. It 

works to restore the balance between estrogen hormones and a brain chemical 

called neurokinin B (NKB) by blocking the activities of the NK3 receptor, which 

plays a role in the brain’s control of body temperature. 

 The FDA made this update after reviewing a post marketing report of a patient 

with elevated liver function test values and signs and symptoms of liver injury 

after taking the medicine for about 40 days. The FDA also added new 

recommendations for patients and health care professionals about increasing the 

frequency of liver function testing, adding monthly testing for the next 2 months 

after starting fezolinetant, and then at months 3, 6, and 9 of treatment as already 

recommended. The updated prescribing information also instructs patients to stop 

the medicine immediately and contact the health care professional who prescribed 

the medicine if signs and symptoms of liver injury occur. 

Source: WHO Pharmaceuticals Newsletter No.5, 2024 

 

 

17-hydroxyprogesterone caproate (17-OHPC) 

Suspension of marketing authorisations 

Europe. The Pharmacovigilance Risk Assessment Committee (PRAC) of the 

European Medicines Agency (EMA) has recommended the suspension of the 

marketing authorisations for medicines containing 17- hydroxyprogesterone 

caproate (17-OHPC). 

17-OHPC is a synthetic progestogen (steroid hormone that acts like 

progesterone). In some EU countries, 17-OHPC medicines are authorised as 

injections to prevent pregnancy loss or premature birth in pregnant women. They 

are also authorized for the treatment of various gynaecological and fertility 

disorders, including disorders caused by a lack of progesterone. 

The PRAC reviewed the results of a large population-based study, which looked 

at the risk of cancer in people who had been exposed to 17-OHPC in the womb, 

over a period of about 50 years from the time they were born. Data from this 

study suggest that these people might have an increased risk of cancer compared 
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with those who were not exposed to the medicines. However, the PRAC noted 

that there was a low number of cancer cases in the study and that the study had 

some limitations, such as limited information on risk factors for cancer. The 

PRAC therefore concluded that the risk of cancer in people exposed to 17-OHPC 

in the womb is possible, but cannot be confirmed due to uncertainties. 

 In addition, the review considered new studies which showed that 17-OHPC is 

not effective in preventing premature birth; there are also limited data on its 

effectiveness in other authorised uses.  

In view of the concern raised by the possible risk of cancer in people exposed to 

17- OHPC in the womb, together with the data on the effectiveness of 17-OHPC 

in its authorised uses, the PRAC considered that the benefits of 17-OHPC do not 

outweigh its risks in any authorised use. The Committee is therefore 

recommending the suspension of the marketing authorisations for these 

medicines. Alternative treatment options are available. 

Source: WHO Pharmaceuticals Newsletter No.4, 2024 

 

Codeine (oral solution) 

Reclassified to prescription-only medicine 

 United Kingdom. The Medicines and Healthcare Products Regulatory Agency 

(MHRA) has announced that codeine oral solution (also known as codeine 

linctus) is to be reclassified from a pharmacy-only medicine to a prescription-

only medicine (POM) owing to the risk of dependence, addiction, and overdose.  

Codeine oral solution is authorised for the treatment of dry coughs in adults and 

children aged 12 to 18 years without breathing difficulties. Codeine is converted 

into morphine by the liver enzyme CYP2D6. For those who are ultra-rapid 

metabolisers of codeine, the risk of opioid toxicity is increased. 

 Recent safety information has revealed that codeine oral solution is being used 

recreationally for its opioid effects (known as “Purple Drank”), rather than for its 

intended use as a cough suppressant. This carries a serious risk of addiction and 

overdose which can be fatal. 

 All market authorisation holders (MAH) are in the process of updating their 

product licences to reflect the change to POM. To avoid any stockpiling, all 

existing codeine oral solution stock should now be treated as POM. 

Source: WHO Pharmaceuticals Newsletter No.4, 2024 

 

Preparations containing brimonidine tartrate 

Risks of serious corneal opacity 

Japan. The Ministry of Health, Labour and Welfare (MHLW) and the 

Pharmaceuticals and Medical Devices Agency (PMDA) have issued a 
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notification instructing the marketing authorization holders (MAHs) to revise 

PRECAUTIONS on the package insert of the preparations containing 

brimonidine tartrate to include risk of serious corneal opacity. Preparations 

containing brimonidine tartrate include brimonidine tartrate, brimonidine 

tartrate/timolol maleate, brimonidine tartrate/brinzolamide, and ripasudil 

hydrochloride hydrate/brimonidine tartrate, which are used for the treatment of 

glaucoma and ocular hypertension in patients who have not responded 

sufficiently to other anti-glaucoma drugs. The MHLW and PMDA received a 

total of 19 cases, of which 11 cases have been confirmed where a causal 

relationship between the preparations containing brimonidine tartrate and the 

event was reasonably possible. In addition, among cases of serious corneal 

opacity, especially for the cases in which corneal opacity spread from the 

peripheral part of the cornea to the central part in a fan-like pattern developing 

into the central part of the cornea (pupillary area), it is known that the opacity 

part becomes scarred even after discontinuation of the preparations, resulting in 

poor visual prognosis. Special attention should be paid to these cases. If corneal 

infiltration or corneal neovascularisation is observed as a prodromal symptom, it 

is important to discontinue administration of the preparations and to administer 

steroid eye drops at that time. Therefore, ophthalmologists must monitor the 

presence or absence of findings such as corneal infiltration or corneal 

neovascularisation through periodic medical examinations. If any findings of 

prodromal symptoms or corneal opacity are observed, ophthalmologists are 

encouraged to take appropriate measures. 

Source: WHO Pharmaceuticals Newsletter No.5, 2024 

 

Ivacaftor, lumacaftor, tezacaftor, elexacaftor 

Risk of depression 

Ireland. The Health Products Regulatory Authority (HPRA) has announced that 

the product information for ivacaftor (Kalydeco®), lumacaftor/ivacaftor 

(Orkambi®), tezacaftor/ivacaftor (Symkevi®), and elexacaftor /tezacaftor/ ivacaft 

or (Kaftrio®) has been updated to include a new warning on the risk of 

depression following recommendation from the EMA’s PRAC. 

 Ivacaftor, lumacaftor, tezacaftor and elexacaftor are cystic fibrosis 

transmembrane conductance regulator (CFTR) modulators, and their products are 

indicated for the treatment of cystic fibrosis.  

The recommendation follows a review of the available data on the risk of 

depression and related events, including cases from spontaneous reports in post-

marketing surveillance, some with a close temporal relationship and a positive 

de-challenge and re-challenge, and based on which the PRAC considered that a 

causal relationship is at least a reasonable possibility.  

Depression (including suicidal ideation and suicide attempt) has been reported in 
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patients, usually occurring within three months of treatment initiation and in 

patients with a history of psychiatric disorders. In some cases, symptom 

improvement was reported after dose reduction or treatment discontinuation. 

 Patients and caregivers should be alerted to the need to monitor for depressed 

mood, suicidal thoughts, or unusual changes in behaviour, and to seek medical 

advice immediately if these symptoms present. 

Source: WHO Pharmaceuticals Newsletter No.4, 2024 

 

Topiramate 

Introduction of new safety measures 

United Kingdom. The Medicines and Healthcare Products Regulatory Agency 

(MHRA) has concluded that topiramate is now contraindicated in pregnancy and 

in women of childbearing potential unless the conditions of a Pregnancy 

Prevention Programme are fulfilled. 

 Topiramate is indicated for the prophylaxis of migraine and for the treatment of 

epilepsy. It is available as tablets, a liquid oral solution and as capsules that can 

be swallowed whole or sprinkled on soft food. 

 Following a comprehensive review of the safety of antiseizure medications in 

pregnancy, including topiramate, MHRA concluded that the use of topiramate 

during pregnancy is associated with significant harm to the unborn child (both 

from the confirmed risks of congenital malformations and low birth weight and 

the potential risk of neurodevelopmental disorders). As a result, new restrictions 

are being introduced. Topiramate is now contraindicated in women of 

childbearing potential unless they meet the conditions of the Pregnancy 

Prevention Programme (for all indications), during pregnancy for migraine 

prophylaxis, and during pregnancy for epilepsy unless no other suitable treatment 

is available. 

Source: WHO Pharmaceuticals Newsletter No.4, 2024 
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3.SAFETY OF MEDICINES 

 

Eribulin mesylate 

Risk of teratogenicity and other reproductive adverse events 

South Africa. The SAHPRA has reminded health-care professionals about the 

risk of teratogenicity and other reproductive adverse events associated with the 

use of eribulin mesylate (Halaven®). Eribulin mesylate is a genotoxic 

anticancer medicine indicated for the treatment of adult patients with locally 

advanced or metastatic breast cancer who have progressed after at least one 

chemotherapeutic regimen for advanced disease. 

Eribulin mesylate is also indicated for the treatment of adult patients with 

unresectable liposarcoma who have received prior anthracycline containing 

therapy (unless unsuitable) for advanced or metastatic disease. The SAHPRA 

has advised health-care professionals that eribulin mesylate may cause 

teratogenicity and other reproductive adverse events (embryotoxicity, 

mutagenicity, spontaneous abortions and foetal deaths) due to its genotoxic 

nature. In males, eribulin mesylate may cause DNA damage in the sperm, 

potentially resulting in adverse events in the embryo or foetus of a female 

sexual partner. In females, eribulin mesylate may directly affect the embryo or 

foetus; or may cause DNA damage in the oocytes. To minimise the risk of 

drug-induced heritable DNA damage and to ensure that genomic integrity of 

gametes at the time of conception is maintained, female patients of childbearing 

potential using eribulin mesylate and female sexual partners, (with childbearing 

potential) to male patients receiving this product are generally advised to use 

highly effective contraception during treatment and for an adequate period 

following the end of treatment.  

Source: WHO Pharmaceuticals Newsletter No.5, 2024 

 

 

Bisoprolol 

Potential risk of hyperkalaemia 

Saudi Arabia. The Saudi Food & Drug Authority (SFDA) has released a safety 

signal concerning use of bisoprolol and potential risk of hyperkalaemia.  

Bisoprolol is a cardio-selective beta1-blocker, a medication used to manage 

hypertension and congestive heart failure. 

 The SFDA has detected this signal and reviewed all the evidence available. The 

Saudi National database showed 103 reported domestic cases while the WHO 

VigiBase resulted in 278 international cases. Author extracted the top 30 cases with 

the highest completeness score (1.0) for further evaluation and applied the WHO-

UMC causality assessment criteria. Among them, 24 cases were probably or possibly 
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linked to this medicine. 

 Disproportionality has been estimated using Information component (IC= 3.7), 

which showed a positive statistical association. In addition, one article reported a 

class effect on beta blocker with the hyperkalaemia risk. 

 The SFDA’s investigation concluded that the current available evidence from 

assessment of the ICSRs, data mining and literature might support a relationship 

between bisoprolol and hyperkalaemia. This signal needs further investigation to 

confirm the risk, and health-care professionals should be aware of this potential 

adverse reaction. 

Source: WHO Pharmaceuticals Newsletter No.4, 2024 

 

 

Glatiramer acetate 

Risk of anaphylactic reactions 

 Europe. The PRAC of the EMA has concluded that glatiramer acetate is associated 

with anaphylactic reactions, which may occur shortly following administration of 

glatiramer acetate even after months up to years after initiation of treatment. Cases 

with a fatal outcome have been reported. Initial symptoms of anaphylactic reactions 

may overlap with symptoms of post-injection reaction and could potentially lead to a 

delay in the identification of an anaphylactic reaction. 

 Glatiramer acetate is authorized for the treatment of relapsing forms of multiple 

sclerosis.  

The PRAC has agreed a direct healthcare professional communication (DHPC) to 

inform healthcare professionals about this risk and to recommend that patients and/or 

caregivers be advised of the signs and symptoms and to seek emergency care in the 

event of an anaphylactic reaction. If such a reaction occurs, treatment with glatiramer 

acetate must be discontinued. 

Source: WHO Pharmaceuticals Newsletter No.5, 2024 

 

 

Glucagon-like peptide-1 (GLP-1) receptor agonists 

Potential risks of suicidal thoughts and thoughts of self-harm not supported 

Europe. The PRAC of the EMA has concluded that the available evidence does not 

support a causal association between the Glucagon-Like Peptide-1 (GLP-1) receptor 

agonists – dulaglutide, exenatide, liraglutide, lixisenatide and semaglutide – and 

suicidal and self-injurious thoughts and actions.  

GLP-1 receptor agonists are used to treat type 2 diabetes and some are also 
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authorised for weight management under certain conditions in adults who are obese 

or overweight. 

 The review started in July 2023, following case reports of suicidal thoughts and 

thoughts of self-injury from people using liraglutide and semaglutide medicines, and 

in November 2023 the committee requested additional data from the marketing 

authorisation holders for these medicines.  

Additionally, the committee analysed the results of a recent study, based on a large 

database of electronic health records, which investigated the incidence of suicidal 

thoughts in patients with overweight and type 2 diabetes mellitus treated with 

semaglutide or other non GLP-1 receptor agonists for diabetes or overweight. The 

study found no causal association between the use of semaglutide and suicidal 

thoughts. 

 Another study was conducted by EMA, based on electronic health records, which 

examined the risk of suicide-related and self-injury-related events in people with type 

2 diabetes mellitus. The results did not support a causal association between the use 

of GLP-1 receptor agonists and this risk.  

After reviewing the available evidence, the PRAC considered that no update to the 

product information is warranted. 

Source: WHO Pharmaceuticals Newsletter No.4, 2024 

 

 

Warfarin 

Risk of drug interactions with tramadol 

United Kingdom. The Medicines and Healthcare Products Regulatory Agency 

(MHRA) has reminded healthcare professionals that taking warfarin and tramadol 

together can cause harmful drug interactions, which can raise the International 

Normalised Ratio (INR), and result in severe bruising and bleeding, which in some 

patients could be fatal.  

Warfarin is a coumarin derived vitamin K antagonist used for prevention and 

treatment of blood clots. Warfarin has a low therapeutic index, which means care is 

required when taking co-prescribed medicines due to the possibility of interactions 

that could lead to an increased risk of bleeding. Tramadol is a non-selective opioid 

analgesic, which acts as an agonist at the mu, delta and kappa opioid receptors.  

The MHRA has received a report following the death of a patient who died from a 

bleed on the brain, following concurrent treatment with warfarin and tramadol. 

The MHRA has advised healthcare professionals to ask patients about all the 

medicines that they are currently taking when prescribing warfarin, and be aware of 
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the risk of increased INR when warfarin and tramadol are used together, with a risk 

of major bruising and bleeding which could be life-threatening. 

Source: WHO Pharmaceuticals Newsletter No.5, 2024 

 

 

Steroids (topical) 

Introduction of new labelling on potency 

United Kingdom. The MHRA announced that over the coming year, topical steroids 

will be labelled with their potencies to aid correct selection and to simplify the 

advice to patients requiring multiple steroid products of differing potencies. These 

will be labelled “mild steroid”, “moderate steroid”, “strong steroid”, and “very strong 

steroid”. Topical corticosteroids are used for treatment of skin conditions such as 

eczema, psoriasis, and atopic dermatitis. They are available in four different levels of 

potencies from mildly potent, moderately potent, potent and very potent. Topical 

steroids can rarely lead to serious side effects such as thinning of the skin, adrenal 

suppression or very rarely Cushing’s syndrome, due to systemic absorption. The 

incidence of these more serious side effects is linked to the amount, potency and 

duration of use of the topical steroid. Patients have also reported experiencing a less 

well understood group of side effects that has been termed “Topical Steroid 

Withdrawal Reactions”. Health-care professionals should advise patients on the 

amount of product to apply, how often, where to apply it and when to stop treatment 

when prescribing or dispensing topical steroids. Patients, particularly those who 

require prolonged use or are using very potent topical steroids, should be advised to 

look for these effects and seek prompt medical attention if they occur. 

Source: WHO Pharmaceuticals Newsletter No.4, 2024 

 

 

Pegfilgrastim 

Potential risks of SJS and TEN not supported 

Canada. Health Canada’s safety review did not find sufficient evidence to support a 

link between the use of pegfilgrastim (Neulasta®) and the risks of Stevens-Johnson 

syndrome (SJS), a serious disorder of the skin and mucous membranes, and toxic 

epidermal necrolysis (TEN), a severe form of SJS.  

Pegfilgrastim is recombinant granulocyte colony-stimulating factors and is indicated 

for the prevention of chemotherapy-induced febrile neutropenia.  

Health Canada has been monitoring the potential risks of SJS and TEN with the use 

of pegfilgrastim since the EMA’s labelling update for pegfilgrastim in 2020. At that 
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time, it was determined that Health Canada would continue to monitor the potential 

risks due to the small number of cases reported. In 2023, following additional cases 

of SJS or TEN reported by the manufacturer, Health Canada initiated a safety review. 

 

Health Canada’s review of 10 cases of SJS and/or TEN in patients receiving 

pegfilgrastim could not conclude whether pegfilgrastim played a role in the SJS and 

TEN because all cases reviewed included a combination of other drugs previously 

known to be associated with the development of SJS and TEN and were missing 

information to support a reliable association. In addition, review of the scientific 

literature did not identify any cases of SJS or TEN associated with the use of 

pegfilgrastim. Health Canada’s review of the available information did not find 

sufficient evidence to support a link between the use of pegfilgrastim and the risks of 

SJS and TEN. It was determined that no updates are needed for the product 

information at this time. 

Source: WHO Pharmaceuticals Newsletter No.4, 2024 
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4. REGULATORY NOTICES  
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For further information, please contact: 

 Government of Nepal                      

Ministry of Health and Population 

Department of Drug Administration (DDA) 

Madan Bhandari Path-4, Bijulibazar, New Baneshwor, Kathmandu       

Phone: 01-4791027, 4790432, Fax: 01-4790572 

E-mail:info@dda.gov.np 

       dg@dda.gov.np 

Website: www.dda.gov.np 

 

National Medicines Laboratory (NML) 

Madan Bhandari Path-4, Bijulibazar, New Baneshwor, Kathmandu Phone: 

01-4781269, Fax:01-4780664 

E-mail: nml@dda.gov.np 

 

DDA Branch Offices 

Kanchanbari, Biratnagar Adarshnagar, Surkhet Road 

Koshi Zone  Nepalgunj, Bheri Zone 

Tel/Fax: 021-420849 Tel/Fax:081-522074 

E-mail: biratnagar@dda.gov.np E-mail: nepalgunj@dda.gov.np 

 

Murali Bagaicha, Birgunj, Parsa 

Narayani Zone 

Tel/Fax: 051-527753 

E-mail: birgunj@dda.gov.np 

 

 For further information, Please visit www.dda.gov.np  
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