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6.2 Overview of disease epidemiology 

 

WHO has calculated that every second smoker will die early because of smoking and in 

average a smoker will lose 7-8 years of lifetime. Today, tobacco use causes 1 in 10 deaths 
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among adults worldwide.  Around 40 different diseases can be directly connected to smoking. 

The most common diseases are cardiac and vascular diseases, chronic obstructive pulmonary 

disease, lung cancer and several other types of cancer. If current trends continue, it is 

estimated that around 500 million people alive today will be killed by tobacco. During this 

twenty-first century, tobacco could kill up to one billion people. Passive smoking is also 

associated with increased risk. 

 

In Sweden more than a million people are smoking. In 2011 11% of the Swedish population 

between 16-84 years smoked on a daily basis while further 11 % smoked occasionally. In 

Denmark 24 % of the population above 15 years smoked and 18% smoked on a daily basis. In 

Norway in 2010-2011, 29 % of the population from 16 to 74 years smoked either daily or 

occasionally. About 18 % smoked daily. In Finland in 2010 about 23 % of men and 16 % of 

women in the age group 15 – 64 years smoked daily. 

 

Smoking cessation significantly reduces most of the increased health risks that smokers have 

incurred. The degree of improvement depends on the stage of disease. Nicotine replacement 

therapy (NRT) has proved to be effective, acceptable, and safe as nicotine replacement in 

smoking cessation.  

6.3 Summary of existing efficacy data 

 

The harmful health effects of tobacco smoking are generally recognised. It is also generally 

accepted that one of the main difficulties in withdrawing from smoking is due to nicotine 

dependence. NRT is effective in aiding smoking cessation. It reduces the urges to smoke and 

other withdrawal symptoms following cessation. There appears to be little difference overall 

in the effectiveness of different types of nicotine replacement product on cessation rates. All 

of the commercially available forms like nicotine gum, transdermal patch, the nicotine nasal 

spray, nicotine inhaler and nicotine sublingual tablets/lozenges are effective as part of a 

strategy to promote smoking cessation. They increase quit rates approximately 1.5 to 2 fold 

regardless of setting.  

 

There are many blood vessels in the area between the upper lip and the gum and the fact that 

Niqopods mint 4 mg oromucosal powder in pouch may be fixed over a long time-period 

provides the opportunity to both a quick and long-lasting uptake of nicotine over the oral 

mucosa.  

 

Niqopods mint 4 mg oromucosal powder in pouch releases nicotine similar to Nicorette
 ®

 4 

mg chewing gum, and moist tobacco snuff pouches. A study on Niqopods mint 4 mg 

oromucosal powder in pouch, study MA NS 10 ‘Pharmacokinetic study of Nicotine 4 mg 

oromucosal powder in pouch’ showed that the rate and the extent of nicotine bioavailability 

and plasma concentration time curves for Niqopods mint 4 mg oromucosal powder in pouch 

were very similar to those of the Nicorette 4 mg gum.  
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One study on efficacy of Niqopods mint 4 mg oromucosal powder in pouch has been 

performed, study MA NS 11 ‘The effect of 6 weeks use of the Nicotine 4 mg oromucosal 

powder in pouch on the oral mucosa. A short-term smoking cessation and tolerability study’. 

The primary aim of the study was to evaluate the safety and tolerability of Niqopods mint 4 mg 

oromucosal powder in pouch after 6 weeks’ daily use. However, since abstinence from smoking 

was a prerequisite for assessment of the safety, the efficacy of the drug as a smoking cessation 

aid was also assessed. 

  

Of the 48 persons in the study, 32 managed to completely stop smoking between weeks 1 to 6 

with no slips, i.e. the Short-Term Quit Rate was 66.7 % (32/48). Forty of 48 smokers (83.3 %) 

managed to abstinence from smoking with no more than 6 occasions of smoking during the 6-

wk treatment with the Nicotine 4 mg oromucosal powder in pouch. The slips mainly took 

place during the initial two weeks. 

 

The time to relapse during treatment with Niqopods mint 4 mg oromucosal powder in pouch 

in the seven patients who relapsed was between 1 to 5 weeks (mean 4.1 weeks).  

 

Niqopods mint 4 mg oromucosal powder in pouch was well tolerated and typical smoker’s 

oral mucosal lesions were reduced during the treatment.  

6.4 Summary of safety concerns 

 

In the tables below several risks are identified. The exact occurrence of these risks 

(incidence/prevalence) in the target population is generally not known but even a low   

occurrence may be relevant due to the size of the target population and the number of diseases 

that potential users of Niqopods mint oromucosal powder in pouch may have.  

 

 

6.4.1 Important identified risks 

 

Risk What is known Preventability 

Pre-existing 

allergy 

(hypersensitivity) 

to the ingredients. 

The exact occurrence (incidence/prevalence) in the 

target population is not known but is considered to 

be low. 

Instruction not to 

use product for 

risk population 

(contraindication) 

in the summary 

of product 

characteristics 

(SmPC) and 

Package Insert 

Leaflet (PIL) 
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Recent cardiac 

(myocardial) 

infarction (last 3 

months) 

A recent analysis of 111 trials with over 40,000 

participants compared NRT, any type, and placebo 

or non-NRT controls. The authors concluded that 

there is no evidence that NRT increases the risk of 

heart attacks. In another, large systematic review 

and meta-analysis of 92 clinical trials involving 

32,185 participants and 28 observational studies 

involving 145, 205 participants to assess the adverse 

events associated with NRT, Mills et al. found an 

increased risk of heart palpitations and chest pain. 

Instruction not to 

use product for 

risk population 

(contraindication) 

in the SmPC and 

PIL 

Unstable or 

progressive angina 

pectoris 

In a large systematic review and meta-analysis of 92 

clinical trials involving 32,185 participants and 28 

observational studies involving 145, 205 

participants to assess the adverse events associated 

with NRT, Mills et al. found an increased risk of 

heart palpitations and chest pain. 

Instruction not to 

use product for 

risk population 

(contraindication) 

in the SmPC and 

PIL 

Prinzmetal’s 

variant angina 

In a large systematic review and meta-analysis of 92 

clinical trials involving 32,185 participants and 28 

observational studies involving 145,205 participants 

to assess the adverse events associated with NRT, 

Mills et al. found an increased risk of heart 

palpitations and chest pain. 

Instruction not to 

use product for 

risk population 

(contraindication) 

in the SmPC and 

PIL 

Severe cardiac 

arrhythmias 

In a large systematic review and meta-analysis of 92 

clinical trials involving 32,185 participants and 28 

observational studies involving 145, 205 

participants to assess the adverse events associated 

with NRT, Mills et al. found an increased risk of 

heart palpitations and chest pain. 

Instruction not to 

use product for 

risk population 

(contraindication) 

in the SmPC and 

PIL 

Stroke in acute 

phase 

A significant number of patients with aneurysmal 

subarachnoid haemorrhage are active smokers and 

at risk for acute nicotine withdrawal. There are 

several reports of stroke and intracerebral 

haematoma associated with NRT and smoking 

cessation. However in a recent study Carandang et 

al. investigated if NRT had any effects on clinical 

and angiographic vasospasm as well as outcomes. 

They concluded that NRT was not associated with 

increased angiographic vasospasm and was 

associated with less clinical vasospasm and better 

outcome scores on discharge.  

Instruction not to 

use product for 

risk population 

(contraindication) 

in the SmPC and 

PIL 
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6.4.2 Important potential risk 

Risk What is known 

Intended and 

accidental use in 

children. 

Niqopods mint oromucosal powder in pouch is not indicated for use in 

children, but adolescents below 18-years-old may use Niqopods mint 

oromucosal powder in pouch when recommended by a physician. No 

experience from clinical studies in children exists. Overdoses with 

NRT have been reported in the scientific literature. Nicotine 

poisoning has been observed in children from ingestion of cigarettes, 

chewing gums, tobacco and from the use of transdermal patches. 

Niqopods mint oromucosal powder in pouch are packed in a child 

proof plastic container. 

Patients with severe 

cardiovascular 

diseases (e.g. 

occlusive peripheral 

arterial disease, 

cerebrovascular 

disease, stable 

angina pectoris and 

uncompensated heart 

failure) 

In a large systematic review and meta-analysis of 92 clinical trials 

involving 32,185 participants and 28 observational studies involving 

145,205 participants to assess the adverse events associated with 

NRT, Mills et al. found an increased risk of heart palpitations and 

chest pain. 

Vasospasm A significant number of patients with aneurysmal subarachnoid 

haemorrhage are active smokers and at risk for acute nicotine 

withdrawal. However, the literature on the safety of NRT and its 

effects on vasospasm are limited. In a recent study Carandang et al. 

investigated if NRT had any effects on clinical and angiographic 

vasospasm as well as outcomes. They concluded that NRT was not 

associated with increased angiographic vasospasm and was associated 

with less clinical vasospasm and better Glasgow Outcome Score 

scores on discharge. Thus the risk of vasospasm with the use of NRT 

is debated, but a warning to this population is justified based on 

reports of stroke and intracerebral haematoma associated with NRT 

and smoking cessation. 

Uncontrolled 

hypertension 

Stimulation of the adrenal gland (medulla) occurs in smokers and is 

caused by nicotine-stimulated adrenalin and noradrenaline 

(catecholamine) release. These effects result in an increase in heart 

rate and blood pressure. In hypertensive patients, total plasma 

catecholamines have been reported to rise 10 min after smoking. 

Hypertensive subjects in fact exhibit the most exaggerated rise in 

urinary catecholamines and cardiovascular responses to smoking. As 

these effects are caused by nicotine-stimulated catecholamine release 

also NTR should be used with caution in patients with uncontrolled 



2013-04-05 62 

hypertension. 

Severe/moderate 

liver (hepatic) 

impairment 

In patients with liver impairment the clearance of nicotine or its 

metabolites may be decreased with the potential for increased adverse 

effects. 

Severe kidney 

(renal) impairment 

The clearance of nicotine or its metabolites may be decreased in 

patients with severe kidney impairment with the potential for 

increased adverse effects. 

Active stomach 

(duodenal or 

ventricle) ulcers 

 Smoking and chronic nicotine treatment may induce and potentiate 

peptic ulcer by stimulating gastric acid secretion, pepsinogen 

secretion and increase bile salt reflux rate and gastric bile salt 

concentration. 

Hyperthyroidism 

and 

phaeochromocytoma 

Nicotine, both from nicotine replacement therapy and from smoking, 

causes release of adrenalin and noradrenaline (catecholamine) from 

the adrenal gland. Pheochromocytoma is a rare tumour of adrenal 

gland tissue and results in the release of catecholamines, hormones 

that control heart rate, metabolism, and blood pressure. Thyroid 

hormones increase the sensitivity to catecholamines and it is 

suggested that nicotine also could account for increased thyroid 

hormone secretion. These effects may result in an increase in heart 

rate and blood pressure. 

Diabetes mellitus - 

may require lower 

doses of insulin 

Smoking may contribute to the development of insulin resistance. The 

effects of acute smoking result in significantly impaired glucose 

tolerance and hyperinsulinaemia in chronic smokers. As an 

improvement in insulin sensitivity occurs after cessation of smoking 

patients with diabetes mellitus may require lower doses of insulin as a 

result of smoking cessation. 

Smoking but not 

nicotine increased 

plasma clearance of 

certain drugs 

(pharmaceuticals) 

metabolised by an 

enzyme, CYP1A2. 

Thus the 

concentration of 

these drugs might 

increase upon 

cessation of 

smoking.  

Polycyclic aromatic hydrocarbons (PAH) in tobacco smoke induce the 

metabolism of some drugs by an enzyme called CYP 1A2 (and 

possibly by CYP 1A1). Cessation of smoking may lead to lower 

metabolism by CYP1A2 and the clearance of some drugs may be 

reduced, leading to increased plasma levels. This might give a clinical 

effect on drugs with a narrow therapeutic window like theophylline, 

clozapine and ropinirol.  

The concentration (plasma levels) of other drugs partly metabolised 

via CYP1A2 e.g. imipramine, olanzapine, clomipramine and 

fluvoxamine may also increase on cessation of smoking. Data to 

support this are however lacking and the possible clinical significance 

of this effect for these drugs is unknown.  

Limited data indicate that the metabolism of flecainide and 

pentazocine may also be induced by smoking. 
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Pregnancy-Effects 

on foetus 

NRT causes dose related increases in maternal blood pressure and 

heart rate and lesser effects on the fetal heart rate, but these changes 

are less pronounced than those caused by smoking. Nicotine does not 

have significant effects on placental blood flow and the circulatory 

effects of nicotine are unlikely to explain foetal growth retardation in 

smokers. Exposure to both mother and foetus to nicotine from ad 

libitum nicotine medications, such as nicotine gum, is considerably 

less than the exposure to nicotine from cigarette smoking. It is unclear 

how far NRT would carry a risk to the foetus when used in pregnancy 

but it is almost certainly safer than smoking. It is advised that 

pregnant or breast-feeding smokers should only use NRT after 

consulting a health care professional. The risk in the use of NRT 

versus complete smoking cessation or not being able to quit smoking 

would have to be balanced based on the individual patients’ resources, 

motivation and capacity. Healthcare involvement in this decision is 

advised. 

Breastfeeding - 

Effects on infant 

Nicotine passes into breast milk in small quantities that may affect the 

infant, even at therapeutic doses. It is advised that pregnant or breast-

feeding smokers should only use NRT after consulting a health care 

professional. The complex nature of social and psychological factors 

that modulate maternal smoking may induce some mothers to believe 

that they should not smoke and breastfeed, and therefore 

unintentionally lead them to quit breastfeeding, instead of smoking.  

If nicotine replacement therapy is used whilst breast-feeding 

Niqopods mint should be taken immediately after breast feeding and 

not within two hours before breast feeding. The risk and benefits in 

continued breastfeeding with or without complete smoking cessation, 

use of NRT or continued smoking would have to be balanced based 

on the individual patients’ resources, motivation and capacity. 

Healthcare involvement in this decision is advised. 

Overdose The lethal overdose, seen with nicotine based pesticides, has been 

estimated at 40-50 mg nicotine, corresponding to approximately 50 

pieces of chewing gum. Symptoms of overdose with nicotine may 

occur in patients with low pre-treatment nicotine intake or if other 

sources of nicotine are used concomitantly.  

 

Symptoms of overdose are those of acute nicotine poisoning and 

include nausea, salivation, abdominal pain, diarrhoea, sweating, 

headache, dizziness, disturbed hearing and pronounced weakness. At 

high doses, these symptoms may be followed by hypotension, weak 

and irregular pulse, breathing difficulties, fatigue, circulatory collapse 
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and general convulsions.  

 

Doses of nicotine that are tolerated by adult smokers during ongoing 

treatment may cause severe symptoms of poisoning in small children 

and may prove fatal. 

 

6.5 Summary of risk minimisation by safety concern 

No additional risk minimization or pharmacovigilance activities apart from routine 

pharmacovigilance are deemed necessary at this point. 

6.6 Planned post-authorisation development plan 

No additional post authorisation studies or development are planned at this point. 

6.7 Summary of changes to the risk management plan over time 

Not applicable as this is the first RMP for this product 


