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Editors: 



 

EDITORIAL 

Pharmaceutical Fair-pricing regulation 

 

Medicines access and price are always top on agenda of any public 

health discourses in any country obliged to ensure affordable health 

care to its citizen. Often times, access to health care is denied due to the 

exorbitant cost of the therapy including medicines. National Health 

account (NHA 2018/19 1nd 2019/20) estimates 54.2 % of the total 

Health Care Expenses is covered through house hold expenditure 

which is exceptionally higher than the south Asian average of 52.10%. 

About 65.6% of the out of pocket (OOP) expenditures is being spent 

for purchasing medical goods, 26.3% for curative care and 8.14% for 

ancillary services. This high percentage of medical goods mainly 

includes medicines and technology products used for the therapies. 

 

Price undoubtedly plays major role whether to continue or terminate 

the treatment, mainly for the poor patient. Thus, poor patient either 

pays such medicines bill out of scarce fund s/he has for the treatment 

which eventually lead to impoverishment or embrace early disability. 

Many most common medicines which are effective and 

technologically possible to be manufactured in the country found to 

have discontinued due to price control and similar disincentives. On 

the other hand, many products are still priced disproportionately higher 

causing inequity to access. The transparency on R&D cost, input costs, 

manufacturing costs, mark ups for distribution, retail and promotional 

expenses which add up to the maximum retail prices (MRP) are not 

readily available for the regulatory so that appropriate interventions 

could be applied. This has led to a kind of deal and bonus chaos in the 

market resulting into downturn spiral of growth of the industry.  

 

Likewise, the prospects to fund researches and development has also 

diminished over the time. Many have switched to nontherapeutic grey 



products in the name of nutraceuticals and cosmeceuticals while some 

discontinued manufacturing essential products. 

 

A widely accepted definition of „Fair‟ price is that “A „fair‟ price is a 

price the individual and the community can afford; a price that covers 

the cost of production, offers a reasonable profit for the manufacturer 

and the opportunity to recoup development costs.” (Suerie Moon et 

all). So, it carries mainly three principles, the affordability, recouping 

manufacturing and development cost and opportunity of reasonable 

profit. More broadly, fair pricing concept is linked with the intent of 

ensuring access to medicines, improving public health across all 

regions and promoting universal health coverage. That is to fulfill the 

Nepal‟s‟ commitment enshrined by the constitution and obligation of 

international commitment in ensuring access to safe, effective and 

quality-assured essential medicines, including high price essential 

medicines. Fair pricing has mainly two aspects that is sellers 

(manufacturers, distributors, retailers) and buyers (patient, 

government) perspectives (Defining the concept of fair pricing for 

medicines | The BMJ). So, fairness is shaped through several factors 

considering these perspectives such that it is within the floor price 

(sellers cost consideration) and under the reach of the buyer (buyers 

reach for benefits and health system considerations). 

 

Medicines price is becoming one of the biggest challenges to Nepal‟s 

health systems and is the subject of countless debates in Nepali 

parliaments and in both health and mainstream media. OOP 

expenditure in health is very high in Nepal and that mainly includes 

medicine costs so managing medicines cost is to managing healthcare 

in general. For treatments for cancer, orphan disease, emerging and 

reemerging diseases, Nepal is facing challenges in ensuring access 

which are dear to many often out of thought of opting treatment due to 

their exorbitant costs. Another end of the spectrum is the problem of 

drug shortages or poor quality for some old and off- patent medicines 

ranging from benzathine penicillin to methotrexate due to a razor-thin 

https://www.bmj.com/content/368/bmj.l4726
https://www.bmj.com/content/368/bmj.l4726


margin and poor economy of scales. The international patent regime is 

one of the main factor making many therapies and technologies out of 

reach of the world population. The monopoly created through this 

regime and ever greening tricks applied by clever innovators needed to 

be worked out so that a poor and low middle income countries can 

utilize such costlier therapies in an affordable level. For such products, 

it is necessary to work out what a „fair‟ price would be that ensures 

quality products and ongoing supply. 

 

“Fair” price of medicines is undoubtedly an issue to be resolved in 

order to ensure access to quality medicines. It is one of the main 

determinants of health care cost in any nation. Price in fact distorts 

the smooth supplies if it is too low so that costs of the sellers and 

reasonable benefits are not covered or too high from the reach of an 

individual and health system. But „fair‟ price is not only an issue 

but a solution for an individual or the health system of the country 

and the manufacturing company. „Fair‟ price covers the cost of 

input, conversion, R&D costs and reasonable profits to recoup 

investment as well as funds to further researches and development. 

It also considers the perspective of the individual‟s capacity to pay 

for the cost as well as by the health system such that it does not run 

out of fund due to very high expenditure in medicines. So, balancing 

the buyers and seller‟s perspective and setting the fair price 

continuum help solve the health system concerns thus reducing 

percentage of OOP expenditure of any household in the country. 

As Nepal government is implementing the obligations enshrined 

through the constitution of Nepal mainly securing the health right 

of the citizen, „fair‟ price of medicines is more a solution than an 

issue. Nepal should have a clearly defined process on „fair‟ pricing 

of any medicines and technology, one of many approaches could 

be to develop a „Medicines fair pricing rule”. 

 

It is a daunting issue for both the industry (the seller) and an 

individual or the health system (buyer) of the country so that total 



health care cost is kept within the reach of the allocated resources. 

Higher OOP expenditure often lead to impoverishment and 

sometime perpetual disability and death. Ensuring access as well as 

incentivizing the industry through application of the principles of 

fairness is a solution to poorly resourced health system of the 

country. This approach can be a solution for the needy population 

with the most advanced therapies they need. Development and 

endorsement of well-defined medicines „fair „pricing rule can be a 

guiding document for solving the questions of how fairer is the 

price of any medicine in Nepal. 

     
 

Narayan Prasad Dhakal 

                                                                  (Director General) 

                                                                              Chief Editor 
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1. आ.व. २०८०/८१ प्रथम तै्रमाससकको प्रगसि वववरण 

 

अनगुमन, मलु्ाॊकन िथा काननु का्ाान्व्न महाशाखा अन्िगाि मखु्् का्ाहरु: 
औषसध ऩसल/पामेसी सनरीऺण : 

वववरण काठमाडौँ ववराटनगर वीरगॊज नऩेालगॊज जम्मा 

प्रथम तै्रमाससक लक्ष्् ३००  ११०  १००  १००  ६१०  

 प्रथम तै्रमाससक प्रगसि  ४१६  १३६ ५७ १३५ ७४२ 

प्रथम तै्रमाससक प्रगसि 
प्रसिशि 

१३८.७  १२३.६  ५७  १३५  १२१.७  

 

उद्योग सनरीऺण : 

वववरण काठमाडौँ ववराटनगर वीरगॊज नऩेालगॊज जम्मा 

 प्रथम तै्रमाससक 
लक्ष्् 

२०  २  ३  २  २७  

प्रथम तै्रमाससक प्रगसि ११  ० ५  २  १८  

प्रथम तै्रमाससक 
प्रसिशि 

५५  ०  १६६.७  १००  ६६.७  
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औषसध मलु्ाॊकन िथा दिाा महाशाखा अन्िगाि मखु्् का्ाहरु: 

सस.न. का्ा वववरण  सॊख््ा 

१.  न्ाॉ उत्ऩादन अनऻुाऩत्र प्रदान  २४४  

२.  उत्ऩादन अनऻुाऩत्र नवीकरण २४७५  

३.  
फजार सफवि वविरण प्रमाणऩत्र 

प्रदान 
१७२  

४.  
फजार सफवि वविरण प्रमाणऩत्र 

नवीकरण 
६०६  

५.  ऩैठारी ससपाररसऩत्र प्रदान ६३०   

६.  ऩैठारी ससपाररसऩत्र नवीकरण ९९४०  

७.  ववदेशी औषसध उद्योग दिाा ८  

८.  न्ाॉ ववदेशी औषसध दिाा                ९९  

९.    ववदेशी औषसध नसफकरण १५५५  

१०.     ववदेशी औषसध ऩनु:दिाा ८५  

 काठमाडौँ ववराटनगर वीरगॊज नऩेालगॊज जम्मा 

११.  न्ाॉ पामेसी दिाा  ३१०  १४७  १००  १४७  ७०४ 

१२.  पामेसी नसफकरण  १९३३  ८१४  ६६८  ६७६  ४२०४ 

१३.  पामेसी रद्ध  १२६  ८०  ६१  ७४  ३४१ 

१४.  पामेसीमा सॊशोधन १२४  १५४  ६४  १७०  ५१२  

१५.  व््वशा्ी प्रमाणऩत्र दिाा  ० ०  १  ०  १  
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सस.न. का्ा वववरण  सॊख््ा 

१६.  व््वशा्ी प्रमाणऩत्र नववकरण ३१६  ११०  ५७  १०३  ५८६ 

 

 

्ोजना, समन्व् िथा व््वस्थाऩन महाशाखा अन्िगाि मखु्् का्ाहरु 

सस.न. का्ा वववरण  सॊख््ा 

१.  Uppsala Monitoring Centre मा ADR Reporting गररएको 
सॊख््ा 

३९ 

२.  जोखखममा आधाररि फजाररकृि औषसधको नमूना सॊकलन 
िथा ववश्लषेणको लासग ऩठाएको 
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३.  औषसध सूचना प्रवाह १५  

४.  ड्रग फलेुवटन प्रकाशन २  

 

अन्् का्ाहरु 

सस.न. का्ा वववरण  सॊख््ा 

१. WHO GMP प्रमाणीकरणको सॊख््ा ६ 

 २. औषसध उत्ऩादन कुशल अभ््ास प्रमाणीकरणको सॊख््ा ६ 

३. पामेसी सनलम्वन सॊख््ा  ९२  

४. मदु्दा दा्र गररएको सॊख््ा २५  
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2. REGULATORY NEWS  

 

Dexibuprofen(oral)  

Risk of DRESS syndrome 

Republic of Korea. The Ministry of Food and Drug Safety (MFDS) has 

updated the drug label for oral dexibuprofen products to include the risk of 

drug reaction with Eosinophilia and Systemic Symptoms (DRESS) 

syndrome, a severe adverse drug reaction characterized by an extensive skin 

rash in association with visceral organ involvement, lymphadenopathy, 

eosinophilia, and atypical lymphocytosis. 

Dexibuprofen is a non-steroidal anti-inflammatory drug (NSAID) commonly 

used for the reduction of pain, inflammation and fever. The Korea Institute of 

Drug safety and Risk Management (KIDS) conducted a review of the report, 

which suggested a causal link between oral dexibuprofen products and 

DRESS syndrome. The KIDS also gathered information from foreign 

regulatory authorities and sought advice from medical experts regarding the 

causal relationship between them.  

Health-care professionals should be aware of the signs and symptoms of 

DRESS syndrome to allow early diagnosis and prompt treatment. Patients are 

advised to seek immediate medical attention if they experience these severe 

cutaneous symptoms. 
 Source: WHO Pharmaceuticals Newsletter No.1, 2024 

 

 

Peficitinib hydrobromide 

Risk of venous thromboembolism  
Japan. The MHLW and the PMDA have announced that the product 

information for peficitinib hydrobromide will be updated to include the risk 

of venous thromboembolism. Peficitinib hydrobromide is indicated for 

rheumatoid arthritis in patients who have had an inadequate response to 

conventional treatments (including the prevention of structural joint damage). 

The MHLW and the PMDA assessed five cases involving venous 

thromboembolism in Japan, and concluded that a causal relationship between 

peficitinib hydrobromide and venous thromboembolism was reasonably 

possible. 
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Source:WHO Pharmaceuticals Newsletter No.1, 2024 

 

 

Crizanlizumab 

Revocation of marketing authorization  

Europe. The Committee for Medicinal Products for Human Use (CHMP) of 

the European Medicines Agency (EMA) has recommended revoking the 

marketing authorization for crizanlizumab (Adakveo®) because the benefits 

of the medicine did not outweigh its risks. This recommendation has been 

followed by a legally binding decision by the European Commission.  

Crizanlizumab is indicated for the prevention of vaso occlusive crises 

(painful crises when the microcirculation is obstructed by sickled red blood 

cells) in patients aged 16 years and older with sickle cell disease. 

 The CHMP reviewed the results of the STAND study (Study of two doses of 

crizanlizumab versus placebo in adolescent and adult sickle cell disease 

patients), which showed that crizanlizumab did not reduce the number of 

painful crises leading to a healthcare visit over the first year of treatment (on 

average 2.5 painful crises in the crizanlizumab group compared with 2.3 

crises in the placebo group). In terms of safety, the STAND study did not 

raise new concerns but showed a higher rate of severe and serious treatment-

related adverse events for crizanlizumab compared with placebo. The CHMP 

concluded that its benefits do not outweigh the risks.  

Health-care professionals should not start any new patients on crizanlizumab. 

This should be explained to patients currently on treatment with 

crizanlizumab and alternative treatments discussed. 

Source: WHO Pharmaceuticals Newsletter No.4, 2023 

 

Pegaspargase 

 Risk of hypersensitivity reactions 

Pakistan. The National Pharmacovigilance Centre (NPC), Drug Regulatory 

Authority of Pakistan (DRAP) has announced that the product information 

for pegaspargase should be updated to include the risk of hypersensitivity 

reaction. Pegaspargase is indicated for the treatment of acute lymphoid 
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leukaemia in paediatric and adult patients who have hypersensitivity to the 

native forms of L asparaginase. 

The NPC-DRAP reviewed six case reports of hypersensitivity reactions with 

pegaspargase injection used in children with acute lymphoid leukaemia 

occurring within one day of the administration. All cases were evaluated as 

having a possible relationship between the medicine and events. The 

Pharmacovigilance Risk Assessment Expert Committee decided to update the 

product information to include the risk of hypersensitivity reaction together 

with the advice on monitoring and treatment modification as per the grade of 

hypersensitivity reaction. 

Patients are advised to talk with their doctors if they have a history of 

hypersensitivity to conventional asparaginase formulations. Health-care 

professionals are advised of the needs for pre-medication 30-60 minutes 

before administration of pegaspargase followed by post-monitoring for an 

hour.  

Discontinuation of the treatment is recommended for serious reactions and 

modification of the treatment is advised based on the severity of the reaction. 

Source: WHO Pharmaceuticals Newsletter No.4, 2023 

 

Dabigatran etexilate methanesulfonate 

Risk of oesophageal ulcer, oesophagitis  

Japan. The MHLW and the PMDA have announced that the product 

information for dabigatran etexilate methanesulfonate will be updated to 

include the risk of oesophageal ulcer and oesophagitis. 

 Dabigatran etexilate methanesulfonate is indicated for reduction in the risk 

of ischaemic stroke and systemic embolism in patients with non-valvular 

atrial fibrillation. 

 The MHLW and the PMDA assessed 49 cases involving oesophageal ulcer 

or oesophagitis in Japan, and concluded that a causal relationship between 

dabigatran etexilate methanesulfonate and oesophageal ulcer or oesophagitis 

was reasonably possible. 

Source: WHO Pharmaceuticals Newsletter No.1, 2024 
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Levothyroxine 

Risk of vertigo 

Saudi Arabia. The SFDA has released a safety signal concerning 

levothyroxine and risk of vertigo.  

Oral levothyroxine is primarily iHIndicated for treating primary, secondary, 

and tertiary hypothyroidism. Vertigo is an abnormal sensation of motion. It 

can occur in the absence of motion or when a motion is sensed inaccurately. 

 In 2023, the SFDA has detected a signal of levothyroxine and vertigo and 

reviewed all the evidence available on the association between them. The 

SFDA initiated this investigation following a local case-report of vertigo in 

SFDA vigilance database. The SFDA looked into VigiBase and found 12,678 

ICSRs and extracted the top 30 global cases with completeness score of 1.0 

in order to apply the causality assessment criteria on them. As a result, most 

of the assessed cases provides positive linkage to levothyroxine (6 probable 

cases, 21 possible cases and 3 unlikely cases). Disproportionality analysis 

also provides positive relation between drug and adverse reaction. The 

information component tool shows positive statistical relationship IC=4.4.  

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

assessment of the ICSRs and disproportionality analysis might support a 

relationship between of levothyroxine and vertigo. 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.1, 2024 

 

 

Pralsetinib 

Increased risk for tuberculosis  

Europe. The EMA is reminding health-care professionals by issuing a Direct 

Health-care Professional Communication (DHPC) that tuberculosis, mostly 

extrapulmonary, has been reported in patients receiving pralsetinib 

(Gavreto®), and patients should be evaluated for active and inactive 

(“latent”) tuberculosis before starting treatment as per local 

recommendations, and in patients with active or latent tuberculosis. Standard 
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antimycobacterial therapy should be initiated before treatment with 

pralsetinib is started. 

 Pralsetinib in the European Union is indicated as monotherapy for the 

treatment of adult patients with rearranged during transfection (RET) fusion 

positive advanced non small cell lung cancer (NSCLC) not previously 

treated with a RET inhibitor. 

 An investigation of global safety data for Gavreto identified 9 cases of 

tuberculosis in pralsetinib treated patients, of which the majority (7/9) 

occurred in tuberculosis-endemic regions. The events occurred in patients 

with and without prior known history of tuberculosis. In most cases, 

extrapulmonary tuberculosis such as lymph node tuberculosis, peritoneal 

tuberculosis, or renal tuberculosis was reported.  

Co-administration of pralsetinib with strong CYP3A4 inducers such as 

rifabutin, rifampicin can decrease pralsetinib plasma concentrations, which 

may decrease the efficacy of pralsetinib. Co administration of pralsetinib 

with strong CYP3A4 inducers should be avoided. If co administration cannot 

be avoided, it is important to increase the pralsetinib dose.  

An update to the product information to include the risk of tuberculosis and 

recommendations for testing and treatment is ongoing. 

Source: WHO Pharmaceuticals Newsletter No.1, 2024 

 

 

Sulphadoxine and pyrimethamine 

Risk of toxic epidermal necrosis  

Zimbabwe. The Medicines Control Authority of Zimbabwe (MCAZ) has 

alerted health-care professionals on the risk of toxic epidermal necrosis with 

sulphadoxine and pyrimethamine. 

 Sulphadoxine and pyrimethamine tablets are indicated for the treatment of 

acute, uncomplicated P. falciparum malaria for those patients in whom 

chloroquine resistance is suspected and for intermittent prevention of malaria 

in pregnant women in the malaria-endemic Sub-Saharan region. 

 The MCAZ reminded health-care professionals that sulphadoxine and 

pyrimethamine must be discontinued at the first appearance of skin rash or an 
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urticarial reaction, and should not be administered to women receiving 

cotrimoxazole prophylaxis (e.g. for opportunistic infections) due to an 

increased risk of adverse effects. 

Source: WHO Pharmaceuticals Newsletter No.1, 2024  

 

Bosutinib  

Risk of interstitial lung disease 

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

European Medicines Agency (EMA) has recommended a change to the 

product information for bosutinib to include the risk of interstitial lung 

disease (ILD). 

 The PRAC has considered the available evidence from clinical studies, post 

marketing cases, literature reports and the already known association of ILD 

with other drugs within the tyrosine kinase inhibitors (TKIs) class (dasatinib, 

imatinib, and nilotinib), and has agreed that a causal relationship between 

bosutinib use and occurrence of ILD is plausible. The MAH should amend 

the product‟s information to include this risk. 

Source: WHO Pharmaceuticals Newsletter No.3, 2023 

 

Paracetamol 

Risk of toxic epidermal necrosis  

India. The CDSCO has approved the recommendation from the National 

Coordination Centre – Pharmacovigilance Programme of India (NCC PvPI), 

Indian Pharmacopoeia Commission (IPC) to revise the prescribing 

information leaflet (PIL) for paracetamol to include fixed drug eruption as an 

adverse drug reaction. 

 Paracetamol is indicated for the symptomatic treatment of pain and fever. 

 The NCC-PvPI, IPC reviewed 480 Individual Case Safety Reports (ICSRs) 

of paracetamol associated fixed drug eruption and a causal relationship 

between them was found. 

Source: WHO Pharmaceuticals Newsletter No.3, 2023 
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3.SAFETY OF MEDICINES 

 

Nitrofurantoin  

Risks of pulmonary and hepatic adverse drug reactions 

 

United Kingdom. The MHRA has reminded healthcare professionals that 

prescribing nitrofurantoin should be alert to the risks of pulmonary and 

hepatic adverse drug reactions and advise patients to be vigilant for the signs 

and symptoms in need of further investigation. Nitrofurantoin is a broad-

spectrum antibacterial agent, which has been available since the 1950s. It is 

indicated in adults, children and infants over three months old for the 

treatment and prophylaxis of acute or recurrent uncomplicated urinary tract 

infections (UTIs) and acute or recurrent uncomplicated pyelitis. The potential 

for acute pulmonary damage with nitrofurantoin is well documented in the 

product information. 

 The MHRA has advised health-care professionals as follows:  

• patients and caregivers to be vigilant for new or worsening respiratory 

symptoms while taking nitrofurantoin and promptly investigate any 

symptoms that may indicate a pulmonary adverse reaction. 

 • immediately discontinue nitrofurantoin on the occurrence of new or 

worsening symptoms indicative of pulmonary damage. 

 • be vigilant for symptoms and signs of liver dysfunction in patients taking 

nitrofurantoin for any duration, but particularly with long term use, and 

monitor patients periodically for signs of hepatitis and for changes in 

biochemical tests that would indicate hepatitis or liver injury. 

• use caution when prescribing nitrofurantoin in patients with pulmonary 

disease or hepatic dysfunction, which may mask the signs and symptoms of 

adverse reactions. 

Source: WHO Pharmaceuticals Newsletter No.3, 2023 

 

Sitagliptin 

Potential risk of fatigue 

Saudi Arabia. The SFDA has released a safety signal concerning 
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sitagliptin and its potential risk of fatigue. Sitagliptin is dipeptidyl 

peptidase-4 (DPP-4) inhibitor indicated for the treatment of patients 

with T2D. Fatigue is a term that refers to a general feeling of exhaustion 

or a lack of energy. 

In 2023, the SFDA detected a signal of sitagliptin and fatigue and 

reviewed all the evidence available on the association between them. 

The SFDA initiated this investigation following a local case-report of 

fatigue. The SFDA looked into VigiBase and found 629 ICSRs and 

extracted international cases with completeness score of 1.0 (n=19 

cases) in order to apply the causality assessment criteria on them. As a 

result, seven cases of fatigue were either probably or possibly linked to 

sitagliptin. Literature evidence found supportive in a published article. 

Additionally, the risk is written in reference safety information of 

medications from the same class.  

The SFDA‟s investigation concluded that the current available evidence 

from assessment of the ICSRs, class effect and literature might support a 

relationship between of sitagliptin and fatigue. 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.3, 2023 

 

Etoposide 

Risk of electrolyte imbalance 

 Saudi Arabia. The SFDA has released a safety signal concerning 

etoposide and risk of electrolyte imbalance.  

Etoposide is a semisynthetic analogue of podophyllotoxin that is used as 

antineoplastic agent in the therapy of several forms of solid tumors, 

leukemia and lymphoma, usually in combination with other agents. 

 In 2023, the SFDA has detected a signal of etoposide and electrolyte 

imbalance and reviewed all the evidence available on the association 

between them. The SFDA initiated this investigation following two 

local case-report of electrolyte imbalance in SFDA vigilance database. 

The SFDA looked into VigiBase and found 88 ICSRs and extracted 

cases with completeness score of 0.8 and above (ICSRs = 8) in order to 

apply the causality assessment criteria on them. As a result, most of the 
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assessed cases provides positive linkage to etoposide (5 possible cases, 1 

unlikely case, and 2 not assessable cases). More evidence found when 

looked into data mining. The disproportionality analysis showed that 

this drug/ADR combination is been reported more than expected when 

compared to other medications in WHO database (IC= 2.4).  

The SFDA‟s investigation concluded that the current available evidence 

from assessment of the ICSRs and data mining might support a 

relationship between etoposide and electrolyte imbalance. 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.1, 2024 
 

 Oral anticoagulants 

1.Reminder of dose adjustments in patients with renal impairment 

United Kingdom. The MHRA has reminded health-care professionals of 

the current advice to ensure that all patients with renal impairment 

receive an appropriate dose of direct-acting oral anticoagulants 

(DOACs) medicines due to the increased risk of bleeding. DOACs 

include apixaban, dabigatran, edoxaban, and rivaroxaban. Exposure to 

DOACs is increased in patients with renal impairment and it is therefore 

important that patients receive an appropriate dose adjusted for renal 

function. Renal function in adults should be assessed by calculating 

creatinine clearance. Patients with renal impairment should be reviewed 

regularly to ensure ongoing efficacy and safety, with dosing adjusted as 

required. For pediatric use of these medicines, health-care professionals 

should counsel parents and caregivers about the reconstitution and 

dosing of dabigatran granules and rivaroxaban granules to reduce the 

risk of medication errors. 

2.Ongoing assessment of abnormal uterine bleeding 

New Zealand. The Medsafe is reviewing the risk of abnormal uterine 

bleeding (changes to normal menstrual periods) in individuals using oral 

anticoagulant medicines. The Centre for Adverse Reactions Monitoring 

(CARM) received four reports relating to abnormal uterine bleeding 

with rivaroxaban during monitoring period. No reports were received 

for apixaban, dabigatran or warfarin. Currently the data sheets for oral 

anticoagulants list bleeding and/or urogenital. To increase awareness 
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about this adverse reaction, the Medsafe will issue an article about oral 

anticoagulants and abnormal uterine bleeding. The benefit risk balance 

for oral anticoagulants (apixaban, rivaroxaban, dabigatran, and warfarin) 

remains positive. 
Source: WHO Pharmaceuticals Newsletter No.4, 2023 
 

 Fluoroquinolone antibiotics 

Reminder of risk of long lasting, disabling and potentially 
irreversible adverse reactions 
Europe. The PRAC of the EMA is reminding health-care professionals by 

issuing a Direct Healthcare Professional Communication (DHPC) that the use 

of fluoroquinolone antibiotics, given by mouth, injection or inhalation, is 

restricted due to the risk of disabling, long-lasting and potentially irreversible 

adverse reactions affecting several, sometimes multiple, systems, organ 

classes and sense. 

 Fluoroquinolone medicines are a family of broad-spectrum antibiotics 

including ciprofloxacin, flumequine, levofloxacin, lomefloxacin, 

moxifloxacin, norfloxacin, ofloxacin, pefloxacin, prulifloxacin and 

rufloxacin. They are used to treat certain types of serious infections when 

other antibiotics are not suitable. 

 Restrictions on the use of fluoroquinolone antibiotics, introduced in 2019 

following an EU-wide review of these very rare but serious adverse 

reactions, mean that they should not be used to treat infections that might get 

better without treatment or by other recommended antibacterial medicines, or 

to prevent traveller‟s diarrhoea or recurring lower urinary tract infections. 

Importantly, fluoroquinolones should be avoided in patients who have 

previously had serious adverse reactions with a fluoroquinolone or quinolone 

antibiotic. They should be used with special caution in the elderly, patients 

with kidney disease and in those who have had an organ transplantation. 

Combined use with corticosteroid should be avoided.  

A study, which evaluated data from the primary care setting in six European 

countries between 2016 and 2021, suggests that the measures taken to restrict 

the use of these medicines as a result of the EU-wide review had a modest 
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impact. Although the use of fluoroquinolone antibiotics has reduced, these 

medicines may still be prescribed outside of their recommended uses. 

Source: WHO Pharmaceuticals Newsletter No.4, 2023 
 

5. 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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