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BMJ (26 May 2018, Vol. 361, No. 8154)  
 
Severe and predominantly active atopic eczema in adulthood and long term risk of 
cardiovascular disease: Population based cohort study 
Richard J Silverwood, Harriet J Forbes, Katrina Abuabara, et al. 
BMJ 2018; 361 (Published 23 May 2018) 
https://www.bmj.com/content/361/bmj.k1786 
 
Abstract 
Objective To investigate whether adults with atopic eczema are at an increased risk of 
cardiovascular disease and whether the risk varies by atopic eczema severity and 
condition activity over time. 
Design Population based matched cohort study. 
Setting UK electronic health records from the Clinical Practice Research Datalink, 
Hospital Episode Statistics, and data from the Office for National Statistics, 1998–2015. 
Participants Adults with a diagnosis of atopic eczema, matched (on age, sex, general 
practice, and calendar time) to up to five patients without atopic eczema. 
Main outcome measures Cardiovascular outcomes (myocardial infarction, unstable 
angina, heart failure, atrial fibrillation, stroke, and cardiovascular death). 
Results 387 439 patients with atopic eczema were matched to 1 528 477 patients without 
atopic eczema. The median age was 43 at cohort entry and 66% were female. Median 
follow-up was 5.1 years. Evidence of a 10% to 20% increased hazard for the non-fatal 
primary outcomes for patients with atopic eczema was found by using Cox regression 
stratified by matched set. There was a strong dose-response relation with severity of 
atopic eczema. Patients with severe atopic eczema had a 20% increase in the risk of 
stroke (hazard ratio 1.22, 99% confidence interval 1.01 to 1.48), 40% to 50% increase in 
the risk of myocardial infarction, unstable angina, atrial fibrillation, and cardiovascular 
death, and 70% increase in the risk of heart failure (hazard ratio 1.69, 99% confidence 
interval 1.38 to 2.06). Patients with the most active atopic eczema (active >50% of follow-
up) were also at a greater risk of cardiovascular outcomes. Additional adjustment for 
cardiovascular risk factors as potential mediators partially attenuated the point estimates, 
though associations persisted for severe atopic eczema. 
Conclusions Severe and predominantly active atopic eczema are associated with an 
increased risk of cardiovascular outcomes. Targeting cardiovascular disease prevention 
strategies among these patients should be considered. 
________________________________________________________________________ 

 
Antidepressant utilisation and incidence of weight gain during 10 years’ follow-up: 
Population based cohort study 
Rafael Gafoor, Helen P Booth, Martin C Gulliford 
BMJ 2018; 361 (Published 23 May 2018) 
https://www.bmj.com/content/361/bmj.k1951 
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Abstract 
Objective To evaluate the long term association between antidepressant prescribing and 
body weight. 
Design Population based cohort study. 
Setting General practices contributing to the UK Clinical Practice Research Datalink, 
2004-14. 
Participants 136 762 men and 157 957 women with three or more records for body mass 
index (BMI). 
Main outcome measures The main outcomes were antidepressant prescribing, incidence 
of ≥5% increase in body weight, and transition to overweight or obesity. Adjusted rate 
ratios were estimated from a Poisson model adjusting for age, sex, depression recording, 
comorbidity, coprescribing of antiepileptics or antipsychotics, deprivation, smoking, and 
advice on diet. 
Results In the year of study entry, 17 803 (13.0%) men and 35 307 (22.4%) women with a 
mean age of 51.5 years (SD 16.6 years) were prescribed antidepressants. During 
1 836 452 person years of follow-up, the incidence of new episodes of ≥5 weight gain in 
participants not prescribed antidepressants was 8.1 per 100 person years and in 
participants prescribed antidepressants was 11.2 per 100 person years (adjusted rate ratio 
1.21, 95% confidence interval 1.19 to 1.22, P<0.001). The risk of weight gain remained 
increased during at least six years of follow-up. In the second year of treatment the 
number of participants treated with antidepressants for one year for one additional episode 
of ≥5% weight gain was 27 (95% confidence interval 25 to 29). In people who were initially 
of normal weight, the adjusted rate ratio for transition to overweight or obesity was 1.29 
(1.25 to 1.34); in people who were initially overweight, the adjusted rate ratio for transition 
to obesity was 1.29 (1.25 to 1.33). Associations may not be causal, and residual 
confounding might contribute to overestimation of associations. 
Conclusion Widespread utilisation of antidepressants may be contributing to long term 
increased risk of weight gain at population level. The potential for weight gain should be 
considered when antidepressant treatment is indicated. 
________________________________________________________________________ 

 
Effectiveness of text message based, diabetes self management support 
programme (SMS4BG): Two arm, parallel randomised controlled trial 
Rosie Dobson, Robyn Whittaker, Yannan Jiang, et al. 
BMJ 2018; 361 (Published 17 May 2018) 
https://www.bmj.com/content/361/bmj.k1959 
 
Abstract 
Objective To determine the effectiveness of a theoretically based and individually tailored, 
text message based, diabetes self management support intervention (SMS4BG) in adults 
with poorly controlled diabetes. 
Design Nine month, two arm, parallel randomised controlled trial. 
Setting Primary and secondary healthcare services in New Zealand. 
Participants 366 participants aged 16 years and over with poorly controlled type 1 or type 
2 diabetes (HbA1c ≥65 mmol/mol or 8%) randomised between June 2015 and November 
2016 (n=183 intervention, n=183 control). 
Interventions The intervention group received a tailored package of text messages for up 
to nine months in addition to usual care. Text messages provided information, support, 
motivation, and reminders related to diabetes self management and lifestyle behaviours. 
The control group received usual care. Messages were delivered by a specifically 
designed automated content management system. 
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Main outcome measures Primary outcome measure was change in glycaemic control 
(HbA1c) from baseline to nine months. Secondary outcomes included change in HbA1c at 
three and six months, and self efficacy, diabetes self care behaviours, diabetes distress, 
perceptions and beliefs about diabetes, health related quality of life, perceived support for 
diabetes management, and intervention engagement and satisfaction at nine months. 
Regression models adjusted for baseline outcome, health district category, diabetes type, 
and ethnicity. 
Results The reduction in HbA1c at nine months was significantly greater in the 
intervention group (mean −8.85 mmol/mol (standard deviation 14.84)) than in the control 
group (−3.96 mmol/mol (17.02); adjusted mean difference −4.23 (95% confidence interval 
−7.30 to −1.15), P=0.007). Of 21 secondary outcomes, only four showed statistically 
significant improvements in favour of the intervention group at nine months. Significant 
improvements were seen for foot care behaviour (adjusted mean difference 0.85 (95% 
confidence interval 0.40 to 1.29), P<0.001), overall diabetes support (0.26 (0.03 to 0.50), 
P=0.03), health status on the EQ-5D visual analogue scale (4.38 (0.44 to 8.33), P=0.03), 
and perceptions of illness identity (−0.54 (−1.04 to −0.03), P=0.04). High levels of 
satisfaction with SMS4BG were found, with 161 (95%) of 169 participants reporting it to be 
useful, and 164 (97%) willing to recommend the programme to other people with diabetes. 
Conclusion A tailored, text message based, self management support programme 
resulted in modest improvements in glycaemic control in adults with poorly controlled 
diabetes. Although the clinical significance of these results is unclear, the findings support 
further investigation into the use of SMS4BG and other text message based support for 
this patient population. 

Back to Contents 
________________________________________________________________________ 

 
JAMA: Journal of the American Medical Association (22-29 May 2018) 
 
JAMA has published no new content this week. 
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The Lancet (26 May 2018, Vol. 391, No. 10135) 
 
Tranexamic acid for hyperacute primary IntraCerebral Haemorrhage (TICH-2): An 
international randomised, placebo-controlled, phase 3 superiority trial 
Nikola Sprigg, Katie Flaherty, Jason P Appleton, et al. for the TICH-2 Investigators 
The Lancet: Volume 391, No. 10135, p2107–2115, 26 May 2018 
https://www.thelancet.com/journals/lancet/article/PIIS0140-6736(18)31033-X/fulltext 
 
Summary 
Background 
Tranexamic acid can prevent death due to bleeding after trauma and post-partum 
haemorrhage. We aimed to assess whether tranexamic acid reduces haematoma 
expansion and improves outcome in adults with stroke due to intracerebral haemorrhage. 
Methods 
We did an international, randomised placebo-controlled trial in adults with intracerebral 
haemorrhage from acute stroke units at 124 hospital sites in 12 countries. Participants 
were randomly assigned (1:1) to receive 1 g intravenous tranexamic acid bolus followed by 
an 8 h infusion of 1 g tranexamic acid or a matching placebo, within 8 h of symptom onset. 

https://www.thelancet.com/journals/lancet/article/PIIS0140-6736(18)31033-X/fulltext
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Randomisation was done centrally in real time via a secure website, with stratification by 
country and minimisation on key prognostic factors. Treatment allocation was concealed 
from patients, outcome assessors, and all other health-care workers involved in the trial. 
The primary outcome was functional status at day 90, measured by shift in the modified 
Rankin Scale, using ordinal logistic regression with adjustment for stratification and 
minimisation criteria. All analyses were done on an intention-to-treat basis. This trial is 
registered with the ISRCTN registry, number ISRCTN93732214. 
Findings 
We recruited 2325 participants between March 1, 2013, and Sept 30, 2017. 1161 patients 
received tranexamic acid and 1164 received placebo; the treatment groups were well 
balanced at baseline. The primary outcome was assessed for 2307 (99%) participants. 
The primary outcome, functional status at day 90, did not differ significantly between the 
groups (adjusted odds ratio [aOR] 0·88, 95% CI 0·76–1·03, p=0·11). Although there were 
fewer deaths by day 7 in the tranexamic acid group (101 [9%] deaths in the tranexamic 
acid group vs 123 [11%] deaths in the placebo group; aOR 0·73, 0·53–0·99, p=0·0406), 
there was no difference in case fatality at 90 days (250 [22%] vs 249 [21%]; adjusted 
hazard ratio 0·92, 95% CI 0·77–1·10, p=0·37). Fewer patients had serious adverse events 
after tranexamic acid than after placebo by days 2 (379 [33%] patients vs 417 [36%] 
patients), 7 (456 [39%] vs 497 [43%]), and 90 (521 [45%] vs 556 [48%]). 
Interpretation 
Functional status 90 days after intracerebral haemorrhage did not differ significantly 
between patients who received tranexamic acid and those who received placebo, despite 
a reduction in early deaths and serious adverse events. Larger randomised trials are 
needed to confirm or refute a clinically significant treatment effect. 
________________________________________________________________________ 

 
Inactivated varicella zoster vaccine in autologous haemopoietic stem-cell transplant 
recipients: An international, multicentre, randomised, double-blind, placebo-
controlled trial 
Drew J Winston, Kathleen M Mullane, Oliver A Cornely, et al.  
The Lancet: Volume 391, No. 10135, p2116–2127, 26 May 2018 
https://www.thelancet.com/journals/lancet/article/PIIS0140-6736(18)30631-7/fulltext 
 
Summary 
Background 
Recipients of autologous haemopoietic stem-cell transplants (auto-HSCT) have an 
increased risk of herpes zoster and herpes zoster-related complications. The aim of this 
study was to establish the efficacy and safety of an inactivated varicella zoster vaccine for 
the prevention of herpes zoster after auto-HSCT. 
Methods 
In this randomised, double-blind, placebo-controlled phase 3 trial, participants were 
recruited from 135 medical centres (i.e. stem-cell transplant centres and hospitals) in North 
America, South America, Europe, and Asia. Patients were eligible if they were aged 18 
years or older, scheduled to receive an auto-HSCT within 60 days of enrolment, and had a 
history of varicella infection or were seropositive for antibodies to varicella zoster virus, or 
both. Exclusion criteria included a history of herpes zoster within the previous year of 
enrolment, and intended antiviral prophylaxis for longer than 6 months after 
transplantation. Participants were randomly assigned according to a central randomisation 
schedule generated by the trial statistician, to receive either the inactivated-virus vaccine 
from one of three consistency lots, a high-antigen lot, or placebo, stratified by age (<50 vs 
≥50 years) and intended duration of antiviral prophylaxis after transplantation (≤3 months 

https://www.thelancet.com/journals/lancet/article/PIIS0140-6736(18)30631-7/fulltext
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vs >3 to ≤6 months). Participants, investigators, trial staff, and the funder's clinical and 
laboratory personnel were masked to group assignment. Participants were given four 
doses of inactivated vaccine or placebo, with the first dose 5–60 days before auto-HSCT, 
and the second, third, and fourth doses at about 30, 60, and 90 days after transplantation. 
The primary efficacy endpoint was the incidence of herpes zoster, confirmed by PCR or 
adjudication by a masked clinical committee, or both, assessed in all participants randomly 
assigned to the vaccine consistency lot group or placebo group who received at least one 
dose of vaccine and had auto-HSCT. Safety was assessed in all randomised participants 
who received at least one dose of vaccine and had follow-up data. A prespecified vaccine 
efficacy success criterion required the lower bound of the 95% CI be higher than 25% for 
the relative reduction of the hazard ratio of herpes zoster infection in participants given the 
vaccine from one of the consistency lots compared with those given placebo. This trial is 
registered on ClinicalTrials.gov (NCT01229267) and EudraCT (2010–020150–34). 
Findings 
Between Dec 7, 2010, and April 25, 2013, 560 participants were randomly assigned to the 
vaccine consistency lot group, 106 to the high-antigen lot group, and 564 to the placebo 
group. 249 (44%) of patients in the vaccine consistency lot group, 35 (33%) in the high-
antigen lot group, and 220 (39%) in the placebo group discontinued before study end, 
mostly because of death or withdrawal. 51 participants were excluded from the primary 
efficacy endpoint analyses because they did not undergo auto-HSCT or were not 
vaccinated, or both (22 [4%] in the vaccine consistency lot group, and 29 [5%] in the 
placebo group). Mean follow-up for efficacy was 2·4 years (SD 1·3) in the vaccine 
consistency lot group and 2·3 years (SD 1·3) in the placebo group. 42 (8%) of 538 
participants in the vaccine consistency lot group (32·9 per 1000 person-years) and 113 
(21%) of 535 in the placebo group (91·9 per 1000 person-years) had a confirmed case of 
herpes zoster. The estimated vaccine efficacy was 63·8% (95% CI 48·4–74·6), meeting 
the pre-specified success criterion. For the combined vaccine groups versus the placebo 
group, the proportion of patients with serious adverse events (216 [33%] of 657 vs 181 
[33%] of 554; risk difference 0·2%, 95% CI −5·1 to 5·5) and serious vaccine-related 
adverse events (five [1%] vs five [1%]; risk difference 0·1%, −1·4 to 1·1) were similar. 
Vaccine-related injection-site adverse events occurred more frequently in participants 
given vaccine than those given placebo (191 [29%] vs 36 [7%]; risk difference 22·6%, 95% 
CI 18·5–26·6; p<0·0001). 
Interpretation 
This study shows for the first time in a large phase 3 trial that early vaccination of auto-
HSCT recipients during the peri-transplant period can be effective for the prevention of an 
opportunistic infection like herpes zoster and that the vaccine is well tolerated. 
________________________________________________________________________ 

 
International validation of the consensus Immunoscore for the classification of 
colon cancer: a prognostic and accuracy study 
Franck Pagès, Bernhard Mlecnik, Florence Marliot, et al. 
The Lancet: Volume 391, No. 10135, p2128–2139, 26 May 2018 
https://www.thelancet.com/journals/lancet/article/PIIS0140-6736(18)30789-X/fulltext 
 
Summary 
Background 
The estimation of risk of recurrence for patients with colon carcinoma must be improved. A 
robust immune score quantification is needed to introduce immune parameters into cancer 
classification. The aim of the study was to assess the prognostic value of total tumour-

https://www.thelancet.com/journals/lancet/article/PIIS0140-6736(18)30789-X/fulltext
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infiltrating T-cell counts and cytotoxic tumour-infiltrating T-cells counts with the consensus 
Immunoscore assay in patients with stage I–III colon cancer. 
Methods 
An international consortium of 14 centres in 13 countries, led by the Society for 
Immunotherapy of Cancer, assessed the Immunoscore assay in patients with TNM stage 
I–III colon cancer. Patients were randomly assigned to a training set, an internal validation 
set, or an external validation set. Paraffin sections of the colon tumour and invasive margin 
from each patient were processed by immunohistochemistry, and the densities of CD3+ 
and cytotoxic CD8+ T cells in the tumour and in the invasive margin were quantified by 
digital pathology. An Immunoscore for each patient was derived from the mean of four 
density percentiles. The primary endpoint was to evaluate the prognostic value of the 
Immunoscore for time to recurrence, defined as time from surgery to disease recurrence. 
Stratified multivariable Cox models were used to assess the associations between 
Immunoscore and outcomes, adjusting for potential confounders. Harrell's C-statistics was 
used to assess model performance. 
Findings 
Tissue samples from 3539 patients were processed, and samples from 2681 patients were 
included in the analyses after quality controls (700 patients in the training set, 636 patients 
in the internal validation set, and 1345 patients in the external validation set). The 
Immunoscore assay showed a high level of reproducibility between observers and centres 
(r=0·97 for colon tumour; r=0·97 for invasive margin; p<0·0001). In the training set, 
patients with a high Immunoscore had the lowest risk of recurrence at 5 years (14 [8%] 
patients with a high Immunoscore vs 65 (19%) patients with an intermediate Immunoscore 
vs 51 (32%) patients with a low Immunoscore; hazard ratio [HR] for high vs low 
Immunoscore 0·20, 95% CI 0·10–0·38; p<0·0001). The findings were confirmed in the two 
validation sets (n=1981). In the stratified Cox multivariable analysis, the Immunoscore 
association with time to recurrence was independent of patient age, sex, T stage, N stage, 
microsatellite instability, and existing prognostic factors (p<0·0001). Of 1434 patients with 
stage II cancer, the difference in risk of recurrence at 5 years was significant (HR for high 
vs low Immunoscore 0·33, 95% CI 0·21–0·52; p<0·0001), including in Cox multivariable 
analysis (p<0·0001). Immunoscore had the highest relative contribution to the risk of all 
clinical parameters, including the American Joint Committee on Cancer and Union for 
International Cancer Control TNM classification system. 
Interpretation 
The Immunoscore provides a reliable estimate of the risk of recurrence in patients with 
colon cancer. These results support the implementation of the consensus Immunoscore as 
a new component of a TNM-Immune classification of cancer. 

Back to Contents 
________________________________________________________________________ 

 
The New England Journal of Medicine (24 May 2018, Vol. 378, No. 21) 
 
Extracorporeal Membrane Oxygenation for Severe Acute Respiratory Distress 
Syndrome 
Alain Combes, David Hajage, Gilles Capellier, et al. for the EOLIA Trial Group, REVA, and 
ECMONet 
N Engl J Med 2018; 378:1965-1975 May 24, 2018 
https://www.nejm.org/doi/full/10.1056/NEJMoa1800385 
 
Abstract 
Background 

https://www.nejm.org/doi/full/10.1056/NEJMoa1800385
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The efficacy of venovenous extracorporeal membrane oxygenation (ECMO) in patients 
with severe acute respiratory distress syndrome (ARDS) remains controversial. 
Methods 
In an international clinical trial, we randomly assigned patients with very severe ARDS, as 
indicated by one of three criteria — a ratio of partial pressure of arterial oxygen (Pao2) to 
the fraction of inspired oxygen (Fio2) of less than 50 mm Hg for more than 3 hours; a 
Pao2:Fio2 of less than 80 mm Hg for more than 6 hours; or an arterial blood pH of less 
than 7.25 with a partial pressure of arterial carbon dioxide of at least 60 mm Hg for more 
than 6 hours — to receive immediate venovenous ECMO (ECMO group) or continued 
conventional treatment (control group). Crossover to ECMO was possible for patients in 
the control group who had refractory hypoxemia. The primary end point was mortality at 60 
days. 
Results 
At 60 days, 44 of 124 patients (35%) in the ECMO group and 57 of 125 (46%) in the 
control group had died (relative risk, 0.76; 95% confidence interval [CI], 0.55 to 1.04; 
P=0.09). Crossover to ECMO occurred a mean (±SD) of 6.5±9.7 days after randomization 
in 35 patients (28%) in the control group, with 20 of these patients (57%) dying. The 
frequency of complications did not differ significantly between groups, except that there 
were more bleeding events leading to transfusion in the ECMO group than in the control 
group (in 46% vs. 28% of patients; absolute risk difference, 18 percentage points; 95% CI, 
6 to 30) as well as more cases of severe thrombocytopenia (in 27% vs. 16%; absolute risk 
difference, 11 percentage points; 95% CI, 0 to 21) and fewer cases of ischemic stroke (in 
no patients vs. 5%; absolute risk difference, −5 percentage points; 95% CI, −10 to −2). 
Conclusions 
Among patients with very severe ARDS, 60-day mortality was not significantly lower with 
ECMO than with a strategy of conventional mechanical ventilation that included ECMO as 
rescue therapy.  
_______________________________________________________________________ 

 
Neoadjuvant PD-1 Blockade in Resectable Lung Cancer 
Patrick M. Forde, Jamie E. Chaft, Kellie N. Smith, et al. 
N Engl J Med 2018; 378:1976-1986 May 24, 2018 
https://www.nejm.org/doi/full/10.1056/NEJMoa1716078 
 
Abstract 
Background 
Antibodies that block programmed death 1 (PD-1) protein improve survival in patients with 
advanced non–small-cell lung cancer (NSCLC) but have not been tested in resectable 
NSCLC, a condition in which little progress has been made during the past decade. 
Methods 
In this pilot study, we administered two preoperative doses of PD-1 inhibitor nivolumab in 
adults with untreated, surgically resectable early (stage I, II, or IIIA) NSCLC. Nivolumab (at 
a dose of 3 mg per kilogram of body weight) was administered intravenously every 2 
weeks, with surgery planned approximately 4 weeks after the first dose. The primary end 
points of the study were safety and feasibility. We also evaluated the tumor pathological 
response, expression of programmed death ligand 1 (PD-L1), mutational burden, and 
mutation-associated, neoantigen-specific T-cell responses. 
Results 
Neoadjuvant nivolumab had an acceptable side-effect profile and was not associated with 
delays in surgery. Of the 21 tumors that were removed, 20 were completely resected. A 
major pathological response occurred in 9 of 20 resected tumors (45%). Responses 

https://www.nejm.org/doi/full/10.1056/NEJMoa1716078
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occurred in both PD-L1–positive and PD-L1–negative tumors. There was a significant 
correlation between the pathological response and the pretreatment tumor mutational 
burden. The number of T-cell clones that were found in both the tumor and peripheral 
blood increased systemically after PD-1 blockade in eight of nine patients who were 
evaluated. Mutation-associated, neoantigen-specific T-cell clones from a primary tumor 
with a complete response on pathological assessment rapidly expanded in peripheral 
blood at 2 to 4 weeks after treatment; some of these clones were not detected before the 
administration of nivolumab. 
Conclusions 
Neoadjuvant nivolumab was associated with few side effects, did not delay surgery, and 
induced a major pathological response in 45% of resected tumors. The tumor mutational 
burden was predictive of the pathological response to PD-1 blockade. Treatment induced 
expansion of mutation-associated, neoantigen-specific T-cell clones in peripheral blood. 
________________________________________________________________________ 

 
Burosumab Therapy in Children with X-Linked Hypophosphatemia 
Thomas O. Carpenter, Michael P. Whyte, Erik A. Imel, et al. 
N Engl J Med 2018; 378:1987-1998 May 24, 2018 
https://www.nejm.org/doi/full/10.1056/NEJMoa1714641 
 
Abstract 
Background 
X-linked hypophosphatemia is characterized by increased secretion of fibroblast growth 
factor 23 (FGF-23), which leads to hypophosphatemia and consequently rickets, 
osteomalacia, and skeletal deformities. We investigated burosumab, a monoclonal 
antibody that targets FGF-23, in patients with X-linked hypophosphatemia. 
Methods 
In an open-label, phase 2 trial, we randomly assigned 52 children with X-linked 
hypophosphatemia, in a 1:1 ratio, to receive subcutaneous burosumab either every 2 
weeks or every 4 weeks; the dose was adjusted to achieve a serum phosphorus level at 
the low end of the normal range. The primary end point was the change from baseline to 
weeks 40 and 64 in the Thacher rickets severity total score (ranging from 0 to 10, with 
higher scores indicating greater disease severity). In addition, the Radiographic Global 
Impression of Change was used to evaluate rachitic changes from baseline to week 40 
and to week 64. Additional end points were changes in pharmacodynamic markers, linear 
growth, physical ability, and patient-reported outcomes and the incidence of adverse 
events. 
Results 
The mean Thacher rickets severity total score decreased from 1.9 at baseline to 0.8 at 
week 40 with every-2-week dosing and from 1.7 at baseline to 1.1 at week 40 with every-
4-week dosing (P<0.001 for both comparisons); these improvements persisted at week 64. 
The mean serum phosphorus level increased after the first dose in both groups, and more 
than half the patients in both groups had levels within the normal range (3.2 to 6.1 mg per 
deciliter [1.0 to 2.0 mmol per liter]) by week 6. Stable serum phosphorus levels were 
maintained through week 64 with every-2-week dosing. Renal tubular phosphate 
reabsorption increased from baseline in both groups, with an overall mean increase of 
0.98 mg per deciliter (0.32 mmol per liter). The mean dose of burosumab at week 40 was 
0.98 mg per kilogram of body weight with every-2-week dosing and 1.50 mg per kilogram 
with every-4-week dosing. Across both groups, the mean serum alkaline phosphatase 
level decreased from 459 U per liter at baseline to 369 U per liter at week 64. The mean 
standing-height z score increased in both groups, with greater improvement seen at all 
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time points with every-2-week dosing (an increase from baseline of 0.19 at week 64) than 
with every-4-week dosing (an increase from baseline of 0.12 at week 64). Physical ability 
improved and pain decreased. Nearly all the adverse events were mild or moderate in 
severity. 
Conclusions 
In children with X-linked hypophosphatemia, treatment with burosumab improved renal 
tubular phosphate reabsorption, serum phosphorus levels, linear growth, and physical 
function and reduced pain and the severity of rickets. 
________________________________________________________________________ 

 
Higher Lung Cancer Incidence in Young Women Than Young Men in the United 
States 
Ahmedin Jemal, Kimberly D. Miller, Jiemin Ma, et al. 
N Engl J Med 2018; 378:1999-2009 May 24, 2018 
https://www.nejm.org/doi/full/10.1056/NEJMoa1715907 
 
Abstract 
Background 
Previous studies showed a higher incidence of lung cancer among young women than 
among young men in the United States. Whether this pattern has continued in 
contemporary birth cohorts and, if so, whether it can be fully explained by sex differences 
in smoking behaviors are unknown. 
Methods 
We examined the nationwide population-based incidence of lung cancer according to sex, 
race or ethnic group, age group (30 to 34, 35 to 39, 40 to 44, 45 to 49, and 50 to 54 years), 
year of birth (1945 to 1980), and calendar period of diagnosis (1995–1999, 2000–2004, 
2005–2009, and 2010–2014), and we calculated female-to-male incidence rate ratios. We 
also examined the prevalence of cigarette smoking, using data from the National Health 
Interview Survey from 1970 to 2016. 
Results 
Over the past two decades, the age-specific incidence of lung cancer has generally 
decreased among both men and women 30 to 54 years of age in all races and ethnic 
groups, but the declines among men have been steeper. Consequently, among non-
Hispanic whites, the female-to-male incidence rate ratios increased, exceeding 1.0 in the 
age groups of 30 to 34, 35 to 39, 40 to 44, and 45 to 49 years. For example, the female-to-
male incidence rate ratio among whites 40 to 44 years of age increased from 0.88 (95% 
confidence interval [CI], 0.84 to 0.92) during the 1995–1999 period to 1.17 (95% CI, 1.11 
to 1.23) during the 2010–2014 period. The crossover in sex-specific rates occurred among 
non-Hispanic whites born since 1965. Sex-specific incidence rates converged among non-
Hispanic blacks, Hispanics, and non-Hispanic Asians and Pacific Islanders but crossed 
over from a higher incidence among men to a higher incidence among women only among 
Hispanics. The prevalence of cigarette smoking among women born since 1965 has 
approached, but generally not exceeded, the prevalence among men. 
Conclusions 
The patterns of historically higher incidence rates of lung cancer among men than among 
women have reversed among non-Hispanic whites and Hispanics born since the mid-
1960s, and they are not fully explained by sex differences in smoking behaviors. Future 
studies are needed to identify reasons for the higher incidence of lung cancer among 
young women. 
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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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Library News 
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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."  

 
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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________________________________________________________________________ 

mailto:dhft.libraryca@nhs.net
http://www.derbyhospitalslibrary.co.uk/

