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highlights

Highlights written by Elise Laffman-Johnson.

The study also noted an association between 
insulin metabolic factors and prostate cancer 
prognosis, with men with higher C-peptide 
concentrations at greater risk of dying from 
prostate cancer. These findings imply that men 
in affluent societies face two epidemics—
obesity and prostate cancer—and suggest 
that recent progress in prostate cancer control 
may be linked to an increase in the prevalence 
of obesity and hyperinsulinemia. (Lancet 
Oncol. 9, 1039–1047, 2008)

Evaluating the long-
term effectiveness 
of tiotropium 
therapy

Previous studies have shown tiotropium to 
be effective in slowing the rate of decline in 
forced expiratory volume in 1 second (FEV1) 
over a 1-year period, leading investigators to 
extend this time frame to 4 years to determine 
the long-term impact of tiotropium. The 
Understanding Potential Long-Term Impacts 
on Function with Tiotropium (UPLIFT) trial 
sought to determine the long-term effects on 
health-related quality of life, exacerbations, 
related hospitalizations, and mortality in 
people with chronic obstructive pulmonary 
disease treated with tiotropium. The patients 

in Aβx-40/42, reduced plaque formation and 
gliosis, and improved performance in context 
memory and on spatial learning tests. These 
findings have important implications for 
the treatment of Alzheimer’s disease and 
potentially other amyloidoses, such as 
familial Danish dementia. (Nat. Med. 14, 
1106–1111, 2008)

Association of body 
mass index with 
prostate cancer 
death

Although excess body weight has been 
linked to an increased risk of prostate cancer 
progression, data explaining the link are 
unavailable. A new study examines how body 
mass index (BMI) affects prostate cancer–
specific mortality after diagnosis. Study 
participants included 2,546 men diagnosed 
with cancer during the 24 years of follow-up 
in the Physicians’ Health Study. Compared 
with men with BMIs of less than 25 kg/m2, 
overweight and obese men were found to be 
at increased risk for prostate cancer mortality. 

Importance of 
N-terminally 
truncated peptides 
in Alzheimer’s 
disease
The defining characteristics of N-terminally 
truncated and pyroglutamate-modified 
Aβ peptides—their abundance, resistance 
to proteolysis, rapid aggregation, and 
neurotoxicity—have raised interest in their 
potential involvement in the initiation 
of pathological cascades resulting in the 
development of Alzheimer’s disease. The 
presence of neurofibrillary tangles and 
deposits of Aβ in neocortical brain structures 
define the brain of a person affected with 
Alzheimer’s, and it is believed that reduction 
of Aβ3(pE)-42 could promote Aβ proteolysis, 
leading to neuronal survival. Two transgenic 
mouse models of Alzheimer’s disease and 
a new Drosophila model showed reduced 
Aβ3(pE)-42 with oral application of a glutaminyl 
cyclase inhibitor. Also noted were a reduction 

15

10

5

0

A
β 

pl
aq

ue
 lo

ad
 (

%
)

4G8 6E10
Control PBD150 lc PBD150 hc

Control PBD150 lc PBD150 hc

4G
8

6E
10

T
hi

of
la

vi
n 

S
4G

8+
G

FA
P

100 µm6E
10

+b
-G

S
A

0 0

10

20

30

A
β 3(

pE
)–

42
 (

ng
 g

–1
)

A
β x–

42
 (

µg
 g

–1
)

100

200

300

Aβ3(pE)–42 Aβx–42 Aβx–40

Control PBD150 lc PBD150 hc

Aβ
x–40  (µg g

–
1)

Control PBD150 lc PBD150 hc
0

20

40

60

C
on

te
xt

 m
em

or
y 

(%
)

http://www.nature.com/cpt


Clinical pharmacology & Therapeutics | VOLUME 85 NUMBER 1 | JANUARY 2009				    13

NEWS & VIEWSnature publishing group

Illuminating biology

Advances in applying emerging 
metabolomics profiling to human disease 
are slow in coming, despite the wealth of 
promise it holds for illuminating biology. The 
evolution of metabolomic tools offers the 
opportunity to define metabolic signatures of 
myocardial injury. Expanding metabolomics 
studies to include profiling of low-molecular-
weight analytes such as lipids, sugars, and 
amino acids that serve as substrates and 
products in metabolic pathways could 
offer insight into human conditions such as 
myocardial ischemia. A mass spectrometry–
based metabolite profiling platform was 
applied to 36 patients undergoing alcohol 
septal ablation treatment for hypertrophic 
obstructive cardiomyopathy, a human model 
of planned myocardial infarction. Changes in 
circulating levels of metabolites engaged in 
pyrimidine metabolism, the tricarboxylic acid 
cycle and its upstream contributors, and the 
pentose phosphate pathway were identified. 
The role identified for metabolic profiling in 
the early detection of myocardial injury may 
direct future approaches to detecting and 
predicting other diseases. (J. Clin. Invest. 118, 
3503–3512, 2008)

cardiovascular death. The study—the first 
animal model to show that inhibition of 
vascular inflammation in the absence of an 
effect on cholesterol abundance reduces  
the development of coronary lesions with 
high-risk phenotypic characteristics—
showed that selective inhibition of Lp-PLA2 
results in a marked reduction in necrotic 
core development and a change in arterial 
lesion composition. Lesions were less severe 
and characterized by fewer macrophages 
and smaller necrotic cores. A reduction in 
inflammatory gene expression was also 
noted.

The study’s results identify a link between 
vascular inflammation and the development 
of complex coronary artery disease. Although 
additional studies are needed to analyze the 
involvement of Lp-PLA2 in atherosclerosis, 
this study identifies inhibition of Lp-PLA2 as 
a potential means of reducing myocardial 
infarction and death in humans. (Nat. Med. 14, 
1059–1066, 2008)

treated with tiotropium showed improved 
lung function and quality of life, and fewer 
exacerbations, during the 4-year period, 
but no significant reduction in the rate of 
decline in FEV1. With the exception of inhaled 
anticholinergic drugs, study participants 
were permitted the use of all respiratory 
medications. The findings indicate that, 
although a once-daily dose of tiotropium 
did not decrease the rate of decline in lung 
function, important lung-function benefits 
such as reduced respiratory morbidity 
and cardiac morbidity were achieved and 
maintained over the study period. (N. Engl. J. 
Med. 359, 1543–1554, 2008)

Role of Lp-PLA2 in 
atherosclerosis
Researchers have identified a causative role 
for Lp-PLA2 in atherosclerosis, the leading 
cause of myocardial infraction, stroke, and 
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