
Therapeutics Today 
 
                                                                September 2019                                            

                                                                                     Number 9  

        
 
 

For personal use only. Not to be reproduced without permission of the NMIC. 
 

Flu vaccination in pregnancy. Pregnant women are considered to be at high 

risk for serious illness due to influenza mortality and morbidity and many countries 

recommend that pregnant women should be offered influenza vaccination. Influenza 

vaccination in addition to directly protecting pregnant women also provides passive immunity to 

infants during the first months of life, when there is a high burden of morbidity and mortality associated 

with influenza. In spite of the strong evidence of benefits to mothers and infants, the uptake of influenza 

vaccination during pregnancy is low. There is strong evidence supporting the safety of maternal 

influenza immunisation relating to birth outcomes however there is less evidence on outcomes after 6 

months of life. A Canadian study evaluated the relationship between the 2009 pandemic H1N1 (pH1N1) 

influenza vaccination during pregnancy on paediatric outcomes in the first 5 years of life (BMJ 

2019;366:l4151). The population based retrospective cohort study of infants born in Ontario from 2nd 

November 2009 to 31st October 2010 used a birth registry linked to administrative databases. Infants 

exposed to the vaccine were classified as those born to mothers with documented 2009 pH1N1 influenza 

immunisation during pregnancy, and unexposed infants were those whose mothers were not immunised 

with the vaccine during pregnancy. Outcomes included immune related outcomes (infectious and atopic 

disease), non-immune related outcomes (neoplasms and sensory disorders), non-specific morbidity 

outcomes (urgent and inpatient health services use, paediatric complex chronic conditions) and mortality 

up to the age of 5 years. Of the 104,249 live births in the study population, 30% of the children were born 

to women vaccinated against 2009 pH1N1 influenza during pregnancy; the median length of follow-up of 

the influenza exposed and unexposed infants was 5 years. The results of the study did not find any 

significant associations between prenatal exposure to 2009 pH1N1 influenza vaccinations and 

upper or lower respiratory infections, otitis media, all infections, neoplasms, sensory disorders, 

rates of urgent and inpatient health services use, paediatric complex chronic conditions or under-

5 years mortality. The study found a weak but statistically significant increased risk of asthma; these 

results may have been subject to residual confounding. An accompanying editorial advises that the results 

from this study add to the available evidence that influenza vaccination is safe for mother and offspring 

(BMJ 2019;366:l4454).  

National Clinical Guidelines on ovarian and oesophageal 
cancers. The Clinical Effectiveness unit of the National Patient Safety Office recently 

published National Clinical Guidelines on the diagnosis, staging and treatment of 
patients with oesophageal or oesophagogastric junction cancer, and the diagnosis and 

staging of patients with ovarian cancer. The guidelines, along with other national clinical guidelines are 
available on https://health.gov.ie/national-patient-safety-office/ncec/national-clinical-guidelines/.  

 

HPRA Drug Safety Newsletter August 2019. The most recent edition 

of the Health Products Regulatory Authority (HPRA) Drug Safety Newsletter August 
2019, 94th Edition highlights and reminds healthcare professionals of some important 
safety issues. The topics included: 1) Montelukast (risk of neuropsychiatric 
reactions), 2) Modafinil (risk of congenital malformations when used during 
pregnancy), 3) Tocilizumab (Serious cases of drug-induced liver injury observed), 4) 

Febuxostat (an increased risk of cardiovascular death and all-cause mortality in patients with a history of 
major cardiovascular disease) and 5) Daratumumab (risk of Hepatitis B reactivation). Full details of these 
safety issues are in the newsletter at https://www.hpra.ie/docs/default-source/publications-
forms/newsletters/hpra-drug-safety-newsletter-edition-94.pdf?sfvrsn=5 
[Editor’s note: readers are reminded that they can register directly with the HPRA to receive Drug Safety 
Newsletters and other safety alerts via www.hpra.ie.] 

https://health.gov.ie/national-patient-safety-office/ncec/national-clinical-guidelines/
https://www.hpra.ie/docs/default-source/publications-forms/newsletters/hpra-drug-safety-newsletter-edition-94.pdf?sfvrsn=5
https://www.hpra.ie/docs/default-source/publications-forms/newsletters/hpra-drug-safety-newsletter-edition-94.pdf?sfvrsn=5


 

Pharmacotherapy for hypertension in older adults. Hypertension is a 

major risk factor for cardiovascular disease (CVD) in older adults (aged ≥60 years). 

Systolic blood pressure (BP) is more strongly associated with CVD than is diastolic BP, 

particularly in older people. Antihypertensive drug therapy (AHT) is used in addition to 

lifestyle changes to lower BP. A recent Cochrane review assessed the benefits and 

harms of using AHT in adults ≥60 years with raised BP (Cochrane Database of Systematic Reviews 

2019, Issue 6 .Art.No.:CD000028.DOI:10.1002/14651858.CD000028.pub3). The study included 16 

randomised controlled trials (N=26,795) of adults ≥60 years (mean age 73.4 years) with moderate to 

severe systolic and/or diastolic hypertension (average 182/95 mmHg) who were treated with AHT or 

placebo/untreated control for a mean duration of 4.5 years. The study found that AHT reduced all-cause 

mortality (risk ratio [RR] 0.91, 95% confidence interval [CI] 0.85 to 0.97); cardiovascular morbidity and 

mortality (RR 0.72, 95% CI 0.68 to 0.77); cerebrovascular mortality and morbidity (RR 0.66, 95% CI 0.59 

to 0.74) and coronary heart disease mortality and morbidity (RR 0.78, 95% CI 0.69 to 0.88). More patients 

who were on AHT withdrew from the studies due to adverse effects. The reduction in all-cause mortality 

that was observed was due mostly to reduced mortality in the 60 to 79 year old patient subgroup, while 

there was a significant reduction in cardiovascular mortality and morbidity in both the 60 to 79 year old 

subgroup and the >80 year sub-group (the size of the absolute risk reduction was probably higher in the 

younger age group). The authors of the study concluded that the treatment of adults ≥60 years with AHT 

reduced all-cause mortality, cardiovascular mortality and morbidity, cerebrovascular mortality and 

morbidity and coronary heart disease mortality. 

[Editor’s note: readers are reminded of the updated guidelines on the management of hypertension 
published by the European Society of Cardiology/European Society of Hypertension (ESC/ESH) freely 
available at European Heart Journal 2018;39(33):3021-3104.] 

 
Use and misuse of opioids. A rise in opioid prescriptions in the USA has had a 

major societal and medical impact, resulting in a marked increase in addiction and opioid-
related deaths. In Europe, there has also been a substantial increase in the use of 
prescription opioids since 2009, however there is a scarcity of evidence on opioid 
misuse. A retrospective study evaluated the trends in prescription opioid use and multiple 

proxies for opioid misuse (including hospitalisations, addiction and mortality) from 2008 to 2017 using a 
combination of national databases and registrations in the Netherlands 
(Lancet Public Health 2019;http:dx.doi.org/10.1016/S2468-2667(19)30128-8). 
The study evaluated the 1) number of people with opioid prescriptions, 2) number of hospital admissions 
related to opioid intoxication (opium, heroin and methadone were grouped into one category and all other 
opioids were combined in the category of other [prescription] opioids), 3) number of people treated for 
opioid use disorder and 4) number of people who died from opioid poisoning. The study found that there 
was a substantial increase in the number of opioid prescriptions from 4109 to 7489 per 100,000 
inhabitants from 2008 to 2017; the use of oxycodone quadrupled (from 574 to 2568 per 100,000 
inhabitants), while use of other opioids including fentanyl and morphine also increased but not to the 
same extent as oxycodone. There was an increase in hospital admissions related to opioid 
intoxication from 2.5 to 7.8 per 100,000 inhabitants; the increase was mainly due to an increase in 
intoxication involving other (prescription) opioids, whereas the number of intoxications involving opium, 
heroin and methadone remained stable. There was a decrease in the overall number of patients being 
treated for opioid addiction, however the number of people treated for addiction with other 
(prescription) opioids increased during the study period. The total mortality from opioid poisoning 
was stable from 2008 to 2014 with an average of 0.21 deaths per 100,000 people however after 2014 the 
total mortality increased to 0.65 per 100,000 in 2017; the increase in mortality was mainly driven by 
an increase in poisoning from other (prescription) opioids. Limitations of the study included the lack 
of information on duration, dose and reason for opioid use. The authors advise that the study found that 
the numbers of prescription opioid users and several proxies for opioid misuse have increased in the 
Netherlands over 10 years, however they have not reached the epidemic levels seen in the USA. They 
advise that the findings stress the relevance of close monitoring and the development of evidence based 
guidelines for opioid prescribing to prevent further escalation of opioid misuse and to keep opioid 
analgesics available for those in need.  
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