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BMJ (18 August 2018, Vol. 362, No. 8164)  
 
Trends in opioid use in commercially insured and Medicare Advantage populations 
in 2007-16: Retrospective cohort study 
Molly Moore Jeffery, W Michael Hooten, Henry J Henk, et al. 
BMJ 2018; 362 (Published 01 August 2018) 
https://www.bmj.com/content/362/bmj.k2833 
 
Abstract 
Objective To describe trends in the rate and daily dose of opioids used among 
commercial and Medicare Advantage beneficiaries from 2007 to 2016. 
Design Retrospective cohort study of administrative claims data. 
Setting National database of medical and pharmacy claims for commercially insured and 
Medicare Advantage beneficiaries in the United States. 
Participants 48 million individuals with any period of insurance coverage between 1 
January 2007 and 31 December 2016, including commercial beneficiaries, Medicare 
Advantage beneficiaries aged 65 years and over, and Medicare Advantage beneficiaries 
under age 65 years (eligible owing to permanent disability). 
Main endpoints Proportion of beneficiaries with any opioid prescription per quarter, 
average daily dose in milligram morphine equivalents (MME), and proportion of opioid use 
episodes that represented long term use. 
Results Across all years of the study, annual opioid use prevalence was 14% for 
commercial beneficiaries, 26% for aged Medicare beneficiaries, and 52% for disabled 
Medicare beneficiaries. In the commercial beneficiary group, quarterly prevalence of opioid 
use changed little, starting and ending the study period at 6%; the average daily dose of 
17 MME remained unchanged since 2011. For aged Medicare beneficiaries, quarterly use 
prevalence was also relatively stable, ranging from 11% at the beginning of the study 
period to 14% at the end. Disabled Medicare beneficiaries had the highest rates of opioid 
use, the highest rate of long term use, and the largest average daily doses. In this group, 
both quarterly use rates (39%) and average daily dose (56 MME) were higher at the end of 
2016 than the low points observed in 2007 for each endpoint (26% prevalence and 53 
MME). 
Conclusions Opioid use rates were high during the study period of 2007-16, with the 
highest rates in disabled Medicare beneficiaries versus aged Medicare beneficiaries and 
commercial beneficiaries. Opioid use and average daily dose have not substantially 
declined from their peaks, despite increased attention to opioid abuse and awareness of 
their risks. 
_______________________________________________________________________ 
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Recent trends in life expectancy across high income countries: Retrospective 
observational study 
Jessica Y Ho, Arun S Hendi 
BMJ 2018; 362 (Published 15 August 2018) 
https://www.bmj.com/content/362/bmj.k2562 
 
Abstract 
Objectives To assess whether declines in life expectancy occurred across high income 
countries during 2014-16, to identify the causes of death contributing to these declines, 
and to examine the extent to which these declines were driven by shared or differing 
factors across countries. 
Design Demographic analysis using aggregated data. 
Setting Vital statistics systems of 18 member countries of the Organisation for Economic 
Co-operation and Development. 
Participants 18 countries with high quality all cause and cause specific mortality data 
available in 2014-16. 
Main outcome measures Life expectancy at birth, 0-65 years, and 65 or more years and 
cause of death contributions to changes in life expectancy at birth. 
Results The majority of high income countries in the study experienced declines in life 
expectancy during 2014-15; of the 18 countries, 12 experienced declines in life expectancy 
among women and 11 experienced declines in life expectancy among men. The average 
decline was 0.21 years for women and 0.18 years for men. In most countries experiencing 
declines in life expectancy, these declines were predominantly driven by trends in older 
age (≥65 years) mortality and in deaths related to respiratory disease, cardiovascular 
disease, nervous system disease, and mental disorders. In the United States, declines in 
life expectancy were more concentrated at younger ages (0-65 years), and drug overdose 
and other external causes of death played important roles in driving these declines. 
Conclusions Most of the countries that experienced declines in life expectancy during 
2014-15 experienced robust gains in life expectancy during 2015-16 that more than 
compensated for the declines. However, the United Kingdom and the United States 
appear to be experiencing stagnating or continued declines in life expectancy, raising 
questions about future trends in these countries. 
________________________________________________________________________ 

 
Changes in midlife death rates across racial and ethnic groups in the United States: 
Systematic analysis of vital statistics 
Steven H Woolf, Derek A Chapman, Jeanine M Buchanich, et al. 
BMJ 2018; 362 (Published 15 August 2018) 
https://www.bmj.com/content/362/bmj.k3096 
 
Abstract 
Objective To systematically compare midlife mortality patterns in the United States across 
racial and ethnic groups during 1999-2016, documenting causes of death and their relative 
contribution to excess deaths. 
Design Trend analysis of US vital statistics among racial and ethnic groups. 
Setting United States, 1999-2016. 
Population US adults aged 25-64 years (midlife). 
Main outcome measures Absolute changes in mortality measured as average year-to-
year change during 1999-2016 and 2012-16; excess deaths attributable to increasing 
mortality; and relative changes in mortality measured as relative difference between 
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mortality in 1999 versus 2016 and the nadir year versus 2016, and the slope of modeled 
mortality trends for 1999-2016 and for intervals between join points. 
Results During 1999-2016, all cause mortality in midlife increased not only among non-
Hispanic (NH) whites but also among NH American Indians and Alaskan Natives. Although 
all cause mortality initially decreased among NH blacks, Hispanics, and NH Asians and 
Pacific Islanders, this trend ended in 2009-11. Drug overdoses were the leading cause of 
increased mortality in midlife in each population, but mortality also increased for alcohol 
related conditions, suicides, and organ diseases involving multiple body systems. Although 
midlife mortality among NH whites increased across a multitude of conditions, a similar 
trend affected non-white populations. Absolute (year-to-year) increases in midlife mortality 
among non-white populations often matched or exceeded those of NH whites, especially in 
2012-16, when the rate of increase intensified for many causes of death. During 1999-
2016, NH American Indians and Alaskan Natives experienced large increases in midlife 
mortality from 12 causes, not only drug overdoses (411.4%) but also hypertensive 
diseases (269.3%), liver cancer (115.1%), viral hepatitis (112.1%), and diseases of the 
nervous system (99.8%). NH blacks experienced increased midlife mortality from 17 
causes, including drug overdoses (149.6%), homicides (21.4%), hypertensive diseases 
(15.5%), obesity (120.7%), and liver cancer (49.5%). NH blacks also experienced 
retrogression: after a period of stable or declining midlife mortality early in 1999-2016, 
death rates increased for alcohol related liver disease, chronic lower respiratory tract 
disease, suicides, diabetes, and pancreatic cancer. Among Hispanics, midlife mortality 
increased across 12 causes, including drug overdoses (80.0%), hypertensive diseases 
(40.6%), liver cancer (41.8%), suicides (21.9%), obesity (106.6%), and metabolic disorders 
(60.0%). Retrogression also occurred in this population; after a period of declining 
mortality, death rates increased for alcohol related liver disease, mental and behavioral 
disorders involving psychoactive substances, and homicides. NH Asians and Pacific 
Islanders were least affected by this trend but also experienced increases in midlife 
mortality from drug overdoses (300.6%), alcohol related liver disease (62.9%), 
hypertensive diseases (28.3%), and brain cancer (56.6%). The suicide rate in this group 
increased by 29.7% after 2001. The relative increase in US midlife mortality differed by sex 
and geography. For example, the relative increase in fatal drug overdoses was greater 
among women than among men. Although the relative increase in midlife mortality was 
generally greater in non-metropolitan (i.e. rural) areas, the relative increase in drug 
overdoses among NH whites and Hispanics was greatest in suburban fringe areas of large 
cities, and among NH blacks was greatest in small cities. 
Conclusions Mortality in midlife in the US has increased across racial-ethnic populations 
for a variety of conditions, especially in recent years, offsetting years of progress in 
lowering mortality rates. This reversal carries added consequences for racial groups with 
high baseline mortality rates, such as for NH blacks and NH American Indians and 
Alaskan Natives. That death rates are increasing throughout the US population for dozens 
of conditions signals a systemic cause and warrants prompt action by policy makers to 
tackle the factors responsible for declining health in the US. 

Back to Contents 
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https://jamanetwork.com/journals/jama/fullarticle/2697695 
 
Abstract  
Importance Brand-name combination drugs can be more expensive than the sum of their 
components, especially when the constituent products are available as generic 
medications. The potential savings that could be achieved using generic components is 
not known. 
Objective To estimate the additional cost to Medicare of prescribing brand-name 
combination medications instead of generic constituents. 
Design, Setting, and Participants Retrospective analysis for 2011 through 2016 using 
the Medicare data set of Part D beneficiaries prescribed any of the 1500 medications that 
accounted for the highest total spending in 2015. Brand-name combination drugs that had 
identical or therapeutically equivalent generic constituents were included. 
Exposure   Brand-name, oral combination medications with constituents available either as 
generic drugs or therapeutically equivalent generic substitutes. 
Main Outcomes and Measures   The estimated difference between the amount spent by 
Medicare on brand-name combination drugs and the estimated amount that would have 
been spent on substitutable generic components. 
Results Among the 1500 medications evaluated, 29 brand-name combination medications 
were separated into 3 mutually exclusive categories: constituents available as generic 
medications at identical doses (n = 20), generic constituents at different doses (n = 3), and 
therapeutically equivalent generic substitutes (n = 6). For the constituents available as 
generic medications at identical doses category, total spending by Medicare in 2016 on the 
brand-name combination products was $303 million and the estimated spending for the 
generic constituents would have been $68 million, which is an estimated difference of 
$235 million. For the generic constituents at different doses category, total spending by 
Medicare in 2016 on the brand-name combination products was $232 million and the 
estimated spending for the generic constituents would have been $13 million, which is an 
estimated difference of $219 million. For the therapeutically equivalent generic substitutes 
category, total spending by Medicare in 2016 on the brand-name combination products 
was $491 million and the estimated spending for the generic constituents would have been 
$20 million, which is an estimated difference of $471 million. In 2016, the estimated 
spending for the generic constituents for these 29 drugs would have been $925 million 
less than the estimated spending for the brand-name combinations. For the 10 most costly 
combination products available during the entire study period, the listed Medicare 
spending could have been an estimated $2.7 billion lower between 2011 and 2016 if the 
generic constituents had been prescribed. 
Conclusions and Relevance In 2016, the difference between the amount that the 
Medicare drug benefit program reported spending on brand-name combination 
medications and the estimated spending for generic constituents for the same number of 
doses was $925 million. Promoting generic substitution and therapeutic interchange 
through prescriber education and more rational substitution policies may offer important 
opportunities to achieve substantial savings in the Medicare drug benefit program. 
________________________________________________________________________ 

 
Association of Cardiovascular Health Level in Older Age With Cognitive Decline and 
Incident Dementia 
Cécilia Samieri, Marie-Cécile Perier, Bamba Gaye, et al 
JAMA.  2018; 320 (7): 657-664.  
https://jamanetwork.com/journals/jama/article-abstract/2697696 
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Abstract  
Importance Evidence is limited regarding the relation between cardiovascular health level 
and dementia risk. 
Objective To investigate the association between cardiovascular health level, defined 
using the 7-item tool from the American Heart Association (AHA), and risk of dementia and 
cognitive decline in older persons. 
Design, Setting, and Participants Population-based cohort study of persons aged 65 
years or older from Bordeaux, Dijon, and Montpellier, France, without history of 
cardiovascular diseases or dementia at baseline who underwent repeated in-person 
neuropsychological testing (January 1999–July 2016) and systematic detection of incident 
dementia (date of final follow-up, July 26, 2016). 
Exposures  The number of the AHA’s Life’s Simple 7 metrics at recommended optimal 
level (nonsmoking, body mass index <25, regular physical activity, eating fish twice a week 
or more and fruits and vegetables at least 3 times a day, cholesterol <200 mg/dL 
[untreated], fasting glucose <100 mg/dL [untreated], and blood pressure <120/80 mm Hg 
[untreated]; score range, 0-7) and a global cardiovascular health score (range, 0-14; poor, 
intermediate, and optimal levels of each metric assigned a value of 0, 1, and 2, 
respectively). 
Main Outcomes and Measures  Incident dementia validated by an expert committee and 
change in a composite score of global cognition (in standard units, with values indicating 
distance from population means, 0 equal to the mean, and +1 and −1 equal to 1 SD above 
and below the mean). 
Results  Among 6626 participants (mean age, 73.7 years; 4200 women [63.4%]), 2412 
(36.5%), 3781 (57.1%), and 433 (6.5%) had 0 to 2, 3 to 4, and 5 to 7 health metrics at 
optimal levels, respectively, at baseline. Over a mean follow-up duration of 8.5 (range, 0.6-
16.6) years, 745 participants had incident adjudicated dementia. Compared with the 
incidence rate of dementia of 1.76 (95% CI, 1.38-2.15) per 100 person-years among those 
with 0 or 1 health metrics at optimal levels, the absolute differences in incident dementia 
rates for 2, 3, 4, 5, and 6 to 7 metrics were, respectively, −0.26 (95% CI, −0.48 to −0.04), 
−0.59 (95% CI, −0.80 to −0.38), −0.43 (95% CI, −0.65 to −0.21), −0.93 (95% CI, −1.18 to 
−0.68), and −0.96 (95% CI, −1.37 to −0.56) per 100 person-years. In multivariable models, 
the hazard ratios for dementia were 0.90 (95% CI, 0.84-0.97) per additional optimal metric 
and 0.92 (95% CI, 0.89-0.96) per additional point on the global score. Furthermore, the 
gain in global cognition associated with each additional optimal metric at baseline was 
0.031 (95% CI, 0.009-0.053) standard units at inclusion, 0.068 (95% CI, 0.045-0.092) units 
at year 6, and 0.072 (95% CI, 0.042-0.102) units at year 12. 
Conclusions and Relevance In this cohort of older adults, increased numbers of optimal 
cardiovascular health metrics and a higher cardiovascular health score were associated 
with a lower risk of dementia and lower rates of cognitive decline. These findings may 
support the promotion of cardiovascular health to prevent risk factors associated with 
cognitive decline and dementia. 

Back to Contents 
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Summary 
Background 
Children with persistent hearing loss due to otitis media with effusion are commonly 
managed by surgical intervention. A safe, cheap, and effective medical treatment would 
enhance treatment options. Underpowered, poor-quality trials have found short-term 
benefit from oral steroids. We aimed to investigate whether a short course of oral steroids 
would achieve acceptable hearing in children with persistent otitis media with effusion and 
hearing loss. 
Methods 
In this individually randomised, parallel, double-blinded, placebo-controlled trial we 
recruited children aged 2–8 years with symptoms attributable to otitis media with effusion 
for at least 3 months and with confirmed bilateral hearing loss. Participants were recruited 
from 20 ear, nose, and throat (ENT), paediatric audiology, and audiovestibular medicine 
outpatient departments in England and Wales. Participants were randomly allocated (1:1) 
to sequentially numbered identical prednisolone (oral steroid) or placebo packs by use of 
computer-generated random permuted block sizes stratified by site and child's age. The 
primary outcome was audiometry-confirmed acceptable hearing at 5 weeks. All analyses 
were by intention to treat. This trial is registered with the ISRCTN Registry, number 
ISRCTN49798431. 
Findings 
Between March 20, 2014, and April 5, 2016, 1018 children were screened, of whom 389 
were randomised. 200 were assigned to receive oral steroids and 189 to receive placebo. 
Hearing at 5 weeks was assessed in 183 children in the oral steroid group and in 180 in 
the placebo group. Acceptable hearing was observed in 73 (40%) children in the oral 
steroid group and in 59 (33%) in the placebo group (absolute difference 7% [95% CI −3 to 
17], number needed to treat 14; adjusted odds ratio 1·36 [95% CI 0·88–2·11]; p=0·16). 
There was no evidence of any significant differences in adverse events or quality-of-life 
measures between the groups. 
Interpretation 
Otitis media with effusion in children with documented hearing loss and attributable 
symptoms for at least 3 months has a high rate of spontaneous resolution. A short course 
of oral prednisolone is not an effective treatment for most children aged 2–8 years with 
persistent otitis media with effusion, but is well tolerated. One in 14 children might achieve 
improved hearing but not quality of life. Discussions about watchful waiting and other 
interventions will be supported by this evidence. 
________________________________________________________________________ 

 
Efficacy of Olyset Duo, a bednet containing pyriproxyfen and permethrin, versus a 
permethrin-only net against clinical malaria in an area with highly pyrethroid-
resistant vectors in rural Burkina Faso: A cluster-randomised controlled trial 
Alfred B Tiono, Alphonse Ouédraogo, Daouda Ouattara, et al. 
The Lancet: Volume 392, ISSUE 10147, P569-580, August 18, 2018 
https://www.thelancet.com/journals/lancet/article/PIIS0140-6736(18)31711-2/fulltext 
 
Summary 
Background 
Substantial reductions in malaria incidence in sub-Saharan Africa have been achieved with 
massive deployment of long-lasting insecticidal nets (LLINs), but pyrethroid resistance 
threatens control. Burkina Faso is an area with intense malaria transmission and highly 
pyrethroid-resistant vectors. We assessed the effectiveness of bednets containing 
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permethrin, a pyrethroid, and pyriproxyfen, an insect growth regulator, versus permethrin-
only (standard) LLINs against clinical malaria in children younger than 5 years in Banfora, 
Burkina Faso.  
Methods 
In this two-group, step-wedge, cluster-randomised, controlled, superiority trial, standard 
LLINs were incrementally replaced with LLINs treated with permethrin plus pyriproxyfen 
(PPF) in 40 rural clusters in Burkina Faso. In each cluster, 50 children (aged 6 months to 5 
years) were followed up by passive case detection for clinical malaria. Cross-sectional 
surveys were done at the start and the end of the transmission seasons in 2014 and 2015. 
We did monthly collections from indoor light traps to estimate vector densities. Primary 
endpoints were the incidence of clinical malaria, measured by passive case detection, and 
the entomological inoculation rate. Analyses were adjusted for clustering and for month 
and health centre. This trial is registered as ISRCTN21853394.  
Findings 
1980 children were enrolled in the cohort in 2014 and 2157 in 2015. At the end of the 
study, more than 99% of children slept under a bednet. The incidence of clinical malaria 
was 2·0 episodes per child-year in the standard LLIN group and 1·5 episodes per child-
year in the PPF-treated LLIN group (incidence rate ratio 0·88 [95% CI 0·77–0·99; 
p=0·04]). The entomological inoculation rate was 85 (95% CI 63–108) infective bites per 
transmission season in the standard LLIN group versus 42 (32–52) infective bites per 
transmission season in the PPF-treated LLIN group (rate ratio 0·49, 95% CI 0·32–0·66; 
p<0·0001).  
Interpretation 
PPF-treated LLINs provide greater protection against clinical malaria than do standard 
LLINs and could be used as an alternative to standard LLINs in areas with intense 
transmission of Plasmodium falciparum malaria and highly pyrethroid-resistant vectors.  
________________________________________________________________________ 

 
On the road to universal health care in Indonesia, 1990–2016: A systematic analysis 
for the Global Burden of Disease Study 2016 
Nafsiah Mboi, Indra Murty Surbakti, Indang Trihandini, et al. 
The Lancet: Volume 392, ISSUE 10147, P581-591, August 18, 2018 
https://www.thelancet.com/journals/lancet/article/PIIS0140-6736(18)30595-6/fulltext 
 
Summary 
Background 
As Indonesia moves to provide health coverage for all citizens, understanding patterns of 
morbidity and mortality is important to allocate resources and address inequality. The 
Global Burden of Disease 2016 study (GBD 2016) estimates sources of early death and 
disability, which can inform policies to improve health care. 
Methods 
We used GBD 2016 results for cause-specific deaths, years of life lost, years lived with 
disability, disability-adjusted life-years (DALYs), life expectancy at birth, healthy life 
expectancy, and risk factors for 333 causes in Indonesia and in seven comparator 
countries. Estimates were produced by location, year, age, and sex using methods 
outlined in GBD 2016. Using the Socio-demographic Index, we generated expected values 
for each metric and compared these against observed results. 
Findings 
In Indonesia between 1990 and 2016, life expectancy increased by 8·0 years (95% 
uncertainty interval [UI] 7·3–8·8) to 71·7 years (71·0–72·3): the increase was 7·4 years 
(6·4–8·6) for males and 8·7 years (7·8–9·5) for females. Total DALYs due to 
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communicable, maternal, neonatal, and nutritional causes decreased by 58·6% (95% UI 
55·6–61·6), from 43·8 million (95% UI 41·4–46·5) to 18·1 million (16·8–19·6), whereas 
total DALYs from non-communicable diseases rose. DALYs due to injuries decreased, 
both in crude rates and in age-standardised rates. The three leading causes of DALYs in 
2016 were ischaemic heart disease, cerebrovascular disease, and diabetes. Dietary risks 
were a leading contributor to the DALY burden, accounting for 13·6% (11·8–15·4) of 
DALYs in 2016. 
Interpretation 
Over the past 27 years, health across many indicators has improved in Indonesia. 
Improvements are partly offset by rising deaths and a growing burden of non-
communicable diseases. To maintain and increase health gains, further work is needed to 
identify successful interventions and improve health equity. 

Back to Contents 
________________________________________________________________________ 

 
The New England Journal of Medicine (16 August 2018, Vol. 379, No. 7) 
 
MRI-Guided Thrombolysis for Stroke with Unknown Time of Onset 
Götz Thomalla, Claus Z. Simonsen, Florent Boutitie, et al. for the WAKE-UP Investigators 
N Engl J Med 2018; 379: 611-622 August 16, 2018 
https://www.nejm.org/doi/full/10.1056/NEJMoa1804355 
 
Abstract 
Background 
Under current guidelines, intravenous thrombolysis is used to treat acute stroke only if it 
can be ascertained that the time since the onset of symptoms was less than 4.5 hours. We 
sought to determine whether patients with stroke with an unknown time of onset and 
features suggesting recent cerebral infarction on magnetic resonance imaging (MRI) would 
benefit from thrombolysis with the use of intravenous alteplase. 
Methods 
In a multicenter trial, we randomly assigned patients who had an unknown time of onset of 
stroke to receive either intravenous alteplase or placebo. All the patients had an ischemic 
lesion that was visible on MRI diffusion-weighted imaging but no parenchymal 
hyperintensity on fluid-attenuated inversion recovery (FLAIR), which indicated that the 
stroke had occurred approximately within the previous 4.5 hours. We excluded patients for 
whom thrombectomy was planned. The primary end point was favorable outcome, as 
defined by a score of 0 or 1 on the modified Rankin scale of neurologic disability (which 
ranges from 0 [no symptoms] to 6 [death]) at 90 days. A secondary outcome was the 
likelihood that alteplase would lead to lower ordinal scores on the modified Rankin scale 
than would placebo (shift analysis). 
Results 
The trial was stopped early owing to cessation of funding after the enrollment of 503 of an 
anticipated 800 patients. Of these patients, 254 were randomly assigned to receive 
alteplase and 249 to receive placebo. A favorable outcome at 90 days was reported in 131 
of 246 patients (53.3%) in the alteplase group and in 102 of 244 patients (41.8%) in the 
placebo group (adjusted odds ratio, 1.61; 95% confidence interval [CI], 1.09 to 2.36; 
P=0.02). The median score on the modified Rankin scale at 90 days was 1 in the alteplase 
group and 2 in the placebo group (adjusted common odds ratio, 1.62; 95% CI, 1.17 to 
2.23; P=0.003). There were 10 deaths (4.1%) in the alteplase group and 3 (1.2%) in the 
placebo group (odds ratio, 3.38; 95% CI, 0.92 to 12.52; P=0.07). The rate of symptomatic 
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intracranial hemorrhage was 2.0% in the alteplase group and 0.4% in the placebo group 
(odds ratio, 4.95; 95% CI, 0.57 to 42.87; P=0.15). 
Conclusions 
In patients with acute stroke with an unknown time of onset, intravenous alteplase guided 
by a mismatch between diffusion-weighted imaging and FLAIR in the region of ischemia 
resulted in a significantly better functional outcome and numerically more intracranial 
hemorrhages than placebo at 90 days.  
________________________________________________________________________ 

 
Smoking Cessation, Weight Change, Type 2 Diabetes, and Mortality 
Yang Hu, Geng Zong, Gang Liu, et al. 
N Engl J Med 2018; 379: 623-632 August 16, 2018 
https://www.nejm.org/doi/full/10.1056/NEJMoa1803626 
 
Abstract 
Background 
Whether weight gain after smoking cessation attenuates the health benefits of quitting is 
unclear. 
Methods 
In three cohort studies involving men and women in the United States, we identified those 
who had reported quitting smoking and we prospectively assessed changes in smoking 
status and body weight. We estimated risks of type 2 diabetes, death from cardiovascular 
disease, and death from any cause among those who had reported quitting smoking, 
according to weight changes after smoking cessation. 
Results 
The risk of type 2 diabetes was higher among recent quitters (2 to 6 years since smoking 
cessation) than among current smokers (hazard ratio, 1.22; 95% confidence interval [CI], 
1.12 to 1.32). The risk peaked 5 to 7 years after quitting and then gradually decreased. 
The temporary increase in the risk of type 2 diabetes was directly proportional to weight 
gain, and the risk was not increased among quitters without weight gain (P<0.001 for 
interaction). In contrast, quitters did not have a temporary increase in mortality, regardless 
of weight change after quitting. As compared with current smokers, the hazard ratios for 
death from cardiovascular disease were 0.69 (95% CI, 0.54 to 0.88) among recent quitters 
without weight gain, 0.47 (95% CI, 0.35 to 0.63) among those with weight gain of 0.1 to 5.0 
kg, 0.25 (95% CI, 0.15 to 0.42) among those with weight gain of 5.1 to 10.0 kg, 0.33 (95% 
CI, 0.18 to 0.60) among those with weight gain of more than 10.0 kg, and 0.50 (95% CI, 
0.46 to 0.55) among longer-term quitters (>6 years since smoking cessation). Similar 
associations were observed for death from any cause. 
Conclusions 
Smoking cessation that was accompanied by substantial weight gain was associated with 
an increased short-term risk of type 2 diabetes but did not mitigate the benefits of quitting 
smoking on reducing cardiovascular and all-cause mortality.  
________________________________________________________________________ 

 
Risk Factors, Mortality, and Cardiovascular Outcomes in Patients with Type 2 
Diabetes 
Aidin Rawshani, Araz Rawshani, Stefan Franzén, et al. 
N Engl J Med 2018; 379:633-644 August 16, 2018 
https://www.nejm.org/doi/full/10.1056/NEJMoa1800256 
 

https://www.nejm.org/doi/full/10.1056/NEJMoa1803626
https://www.nejm.org/doi/full/10.1056/NEJMoa1800256
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Abstract 
Background 
Patients with diabetes are at higher risk for death and cardiovascular outcomes than the 
general population. We investigated whether the excess risk of death and cardiovascular 
events among patients with type 2 diabetes could be reduced or eliminated. 
Methods 
In a cohort study, we included 271,174 patients with type 2 diabetes who were registered 
in the Swedish National Diabetes Register and matched them with 1,355,870 controls on 
the basis of age, sex, and county. We assessed patients with diabetes according to age 
categories and according to the presence of five risk factors (elevated glycated 
hemoglobin level, elevated low-density lipoprotein cholesterol level, albuminuria, smoking, 
and elevated blood pressure). Cox regression was used to study the excess risk of 
outcomes (death, acute myocardial infarction, stroke, and hospitalization for heart failure) 
associated with smoking and the number of variables outside target ranges. We also 
examined the relationship between various risk factors and cardiovascular outcomes. 
Results 
The median follow-up among all the study participants was 5.7 years, during which 
175,345 deaths occurred. Among patients with type 2 diabetes, the excess risk of 
outcomes decreased stepwise for each risk-factor variable within the target range. Among 
patients with diabetes who had all five variables within target ranges, the hazard ratio for 
death from any cause, as compared with controls, was 1.06 (95% confidence interval [CI], 
1.00 to 1.12), the hazard ratio for acute myocardial infarction was 0.84 (95% CI, 0.75 to 
0.93), and the hazard ratio for stroke was 0.95 (95% CI, 0.84 to 1.07). The risk of 
hospitalization for heart failure was consistently higher among patients with diabetes than 
among controls (hazard ratio, 1.45; 95% CI, 1.34 to 1.57). In patients with type 2 diabetes, 
a glycated hemoglobin level outside the target range was the strongest predictor of stroke 
and acute myocardial infarction; smoking was the strongest predictor of death. 
Conclusions 
Patients with type 2 diabetes who had five risk-factor variables within the target ranges 
appeared to have little or no excess risk of death, myocardial infarction, or stroke, as 
compared with the general population.  
________________________________________________________________________ 

 
Phase 3 Study of Ibalizumab for Multidrug-Resistant HIV-1 
Brinda Emu, Jeffrey Fessel, Shannon Schrader, et al. 
N Engl J Med 2018; 379: 645-654 August 16, 2018 
https://www.nejm.org/doi/full/10.1056/NEJMoa1711460 
 
Abstract 
Background 
Ibalizumab, a humanized IgG4 monoclonal antibody, blocks the entry of human 
immunodeficiency virus type 1 (HIV-1) by noncompetitive binding to CD4. 
Methods 
In this single-group, open-label, phase 3 study, we enrolled 40 adults with multidrug-
resistant (MDR) HIV-1 infection in whom multiple antiretroviral therapies had failed. All the 
patients had a viral load of more than 1000 copies of HIV-1 RNA per milliliter. After a 7-day 
control period in which patients continued to receive their current therapy, a loading dose 
of 2000 mg of ibalizumab was infused; the viral load was quantified 7 days later. Through 
week 25 of the study, patients received 800 mg of ibalizumab every 14 days, combined 
with an individually optimized background regimen including at least one fully active agent. 

https://www.nejm.org/doi/full/10.1056/NEJMoa1711460


 - 12 - 

The primary end point was the proportion of patients with a decrease in viral load of at 
least 0.5 log10 copies per milliliter from baseline (day 7) to day 14. 
Results 
A total of 31 patients completed the study. The mean baseline viral load was 4.5 log10 
copies per milliliter, and the mean CD4 count was 150 per microliter. Of the 40 patients in 
the intention-to-treat population, 33 (83%) had a decrease in viral load of at least 0.5 log10 
copies per milliliter from baseline (P<0.001 for the comparison with the control period). The 
mean viral-load decrease was 1.1 log10 copies per milliliter. During the control period, 1 
patient, who received the optimized background regimen prematurely, had a decrease in 
viral load of 0.5 log10 copies per milliliter. At week 25, patients who had received 
ibalizumab plus an optimized background regimen had a mean decrease of 1.6 log10 
copies per milliliter from baseline; 43% of the patients had a viral load of less than 50 
copies per milliliter, and 50% had a viral load of less than 200 copies per milliliter. Among 
10 patients who had virologic failure or rebound, in vitro testing identified 9 who had a 
lower degree of susceptibility to ibalizumab than at baseline. The most common adverse 
event was diarrhea (in 20% of patients). Four patients died from causes related to 
underlying illnesses; 1 had a serious adverse event (the immune reconstitution 
inflammatory syndrome) that was deemed to be related to ibalizumab therapy. 
Conclusions 
In patients with MDR HIV-1 infection who had advanced disease and limited treatment 
options, ibalizumab had significant antiviral activity during a 25-week study. Evidence of 
the emergence of diminished ibalizumab susceptibility was observed in vitro in patients 
who had virologic failure. 

Back to Contents 
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Sources  
 

BMJ: British Medical Journal http://www.bmj.com/theBMJ 

JAMA: The Journal of the American Medical 
Association  

http://jama.ama-assn.org/ 

The Lancet www.thelancet.com 

The New England Journal of Medicine http://content.nejm.org/ 

The British Medical Journal (BMJ), JAMA and the New 
England Journal of Medicine (NEJM) can be accessed 
in full-text through your NHS Athens account. 
Unfortunately the national subscription to The Lancet 
has been cancelled.  
 

https://www.evidence.nhs.uk/n
hs-evidence-content/journals-
and-databases 
 
or http://www.openathens.net/ 
 

If you have not already registered for an NHS Athens 
Account, please register at: 
 
NB: It is recommended that you register on a Trust 
(NHS) PC for speedy confirmation of your username 
and password. Once registered, your account can be 
accessed from any device with online access. 

 
https://openathens.nice.org.uk
/ 
 

________________________________________________________________________ 
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https://www.evidence.nhs.uk/nhs-evidence-content/journals-and-databases
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ClinicalKey 

 

ClinicalKey is a clinical search engine that makes it easier for clinicians and other 
healthcare professionals to find and apply relevant knowledge to help them make better 
decisions – anywhere, anytime, in any patient scenario. 
 
Includes full-text journals, book chapters, images, graphs, monographs, videos and much 
more. Many available for download. 
 
Access it via our website: http://www.derbyhospitalslibrary.co.uk/e-resources 
________________________________________________________________________ 

 

KnowledgeShare 
 

Having trouble keeping up to date? 
 
KnowledgeShare is a web-based current awareness system that provides a personalised 
current awareness service, direct to your inbox.  
 
How it works: Let us know your areas of interest (e.g. physical conditions, professional 
interests such as mentoring, providing education) and we will set you up with an account. 
You will then receive regular emails targeted to your interests.  
 
OpenAthens: You will need to have an NHS OpenAthens account registered with us, prior 
to setting up a KnowledgeShare account. To register for an Athens account, please go to: 
https://openathens.nice.org.uk  
 
Further information can be found via this link:  
http://www.derbyhospitalslibrary.co.uk/current-awareness 
 
________________________________________________________________________ 

 

 
 
The Library and Knowledge Service now has full-text access to BMJ Case Reports. "Case 
Reports is a unique & growing repository for all healthcare professionals & researchers to 
submit, search & view case reports in all disciplines."  

 

http://www.derbyhospitalslibrary.co.uk/e-resources
https://openathens.nice.org.uk/
http://www.derbyhospitalslibrary.co.uk/current-awareness
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BMJ Case Reports can be access here: http://casereports.bmj.com. Click on Login via 
OpenAthens on the right hand side to log in. 
 
Guidance for authors can be found at:  
http://casereports.bmj.com/site/about/guidelines.xhtml 
 
If you wish to submit a case report, the institutional fellowship code is 4315973. An 
additional fee needs to be paid by the author if s/he wishes to make their submission open 
access. Details can be found within the guidance. 
________________________________________________________________________ 
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