
READING

1. Each text has footnotes with new
vocabulary.

2. If necessary, also use the glossary at the
back of this textbook.

3. You do not have to read all of the
Abstracts in this section. Choose to
read the ones that you consider useful,
helpful, and relevant. Remember, your
time and energy are precious – don’t
waste them!

Why read this paper? 

• Because it is relevant to my work?
• Because my colleagues/chief asked me
to?

• Because I’m curious about the topic?
• Because I want to increase my general
knowledge?

• Because I’m looking for some specific
information?

• Because I want to confirm what I
already know?

• Other reasons?
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Extra reading

BEFORE YOU READ

This section has 12 Abstracts from a
number of different journals on a range of
topics.
In each text you will find some words

that are highlighted. Before you read the
text, go through all of the highlighted
words – do you know what they mean?
(The answers are on pp. 155-160 of this
textbook.)
This exercise is called a “drill” – a very

fast, very repetitive exercise to improve
your “agility” and speed. You do drills in
sports, for example, and you do drills in
vocabulary learning too!
The objective of this exercise is to im-

prove your “immediate recognition” of
core vocabulary terms. Do this exercise
quickly – if you know the word, great. If
you don’t, don’t worry! You’ll see it again
very soon!
Do this exercise for all of the texts in

this section, including those that you
choose not to read. It’s good vocabulary
practice, and practice makes perfect! 
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T H E  D O C T O R  I S  I N

1. poorly – scarsamente 

2. according to – secondo, in

base a 

3. occur – avvenire 

4. heritage – popolo d’origine  

5. strongly – fortemente 

Extra Text 1

NEJM 
Volume 362:485-493 Number 6 February 11, 2010

Childhood Obesity, Other Cardiovas-
cular Risk Factors, and Premature
Death
Paul W. Franks, Ph.D., Robert L. Hanson, M.D.,
M.P.H., William C. Knowler, M.D., Dr.P.H., Maurice
L. Sievers, M.D., Peter H. Bennett, M.B., F.R.C.P.,
and Helen C. Looker, M.B., B.S. 

Background The effect of childhood risk
factors for cardiovascular disease on adult
mortality is poorly1 understood. 
Methods In a cohort of 4857 American
Indian children without diabetes (mean
age, 11.3 years; 12,659 examinations) who
were born between 1945 and 1984, we
assessed whether body-mass index (BMI),
glucose tolerance, and blood pressure and
cholesterol levels predicted premature
death. Risk factors were standardized
according to2 sex and age. Proportional-
hazards models were used to assess
whether each risk factor was associated
with time to death occurring3 before 55
years of age. Models were adjusted for
baseline age, sex, birth cohort, and Pima
or Tohono O’odham Indian heritage4. 

Results There were 166 deaths from
endogenous causes (3.4% of the cohort)
during a median follow-up period of 23.9
years. Rates of death from endogenous
causes among children in the highest
quartile of BMI were more than double
those among children in the lowest BMI
quartile (incidence-rate ratio, 2.30; 95%
confidence interval [CI], 1.46 to 3.62).
Rates of death from endogenous causes
among children in the highest quartile of
glucose intolerance were 73% higher than
those among children in the lowest
quartile (incidence-rate ratio, 1.73; 95%
CI, 1.09 to 2.74). No significant
associations were seen between rates of
death from endogenous or external causes
and childhood cholesterol levels or systolic
or diastolic blood-pressure levels on a
continuous scale, although childhood
hypertension was significantly associated
with premature death from endogenous
causes (incidence-rate ratio, 1.57; 95% CI,
1.10 to 2.24). 
Conclusions Obesity, glucose intolerance,
and hypertension in childhood were
strongly5 associated with increased rates
of premature death from endogenous
causes in this population. In contrast,
childhood hypercholesterolemia was not a
major predictor of premature death from
endogenous causes. 
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1. recommend – consigliare 

2. adherence – conformità;

aderenza, adesione

3. establish – stabilire 

4. lay – laico, profano, per non

addetti al settore 

5. random – casuale 

6. meet criteria – soddisfare

criteri 

7. homeless people – senza

tetto 

8. call into question – mettere

in discussione 

9. none – nessuno, niente 

E x t r a  r e a d i n g

Extra Text 2 

THE LANCET 
Volume 374, Issue 9707, 19 December 2009-1 Ja-

nuary 2010, Pages 2064-2071

Directly observed antiretroviral thera-
py: a systematic review and meta-
analysis of randomised clinical trials
Nathan Ford, Jean B Nachega, Mark E Engel, Ed-
ward J Mills 

Background Directly observed therapy
has been recommended1 to improve
adherence2 for patients with HIV infection
who are on highly active antiretroviral
therapy, but the benefit and cost-
effectiveness of this approach has not
been established3 conclusively. We did a
systematic review and meta-analysis of
randomised trials of directly observed
versus self-administered antiretroviral
treatment.
Methods We did duplicate searches of
databases (from inception to July 27,
2009), searchable websites of major HIV
conferences (up to July, 2009), and lay4
publications and websites (March–July,
2009) to identify randomised trials
assessing directly observed therapy to
promote adherence to antiretroviral
therapy in adults. Our primary outcome
was virological suppression at study
completion. We calculated relative risks
(95% CIs), and pooled estimates using a
random5-effects method.

Findings 12 studies met our inclusion
criteria6; four of these were done in
groups that were judged to be at high risk
of poor adherence (drug users and
homeless people7). Ten studies reported
on the primary outcome (n=1862
participants); we calculated a pooled
relative risk of 1·04 (95% CI 0·91–1·20,
p=0·55), and noted moderate
heterogeneity between the studies (I2=
53·8%, 95% CI 0–75·7, p=0·0247) for
directly observed versus self-administered
treatment. 
Interpretation Directly observed
antiretroviral therapy seems to offer no
benefit over self-administered treatment,
which calls into question8 the use of such
an approach to support adherence in the
general patient population.
Funding: None9.
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T H E  D O C T O R  I S  I N

1. bias – pregiudizio; errore

sistematico, difetto 

2. threatened – minacciato 

3. comprise – consistere;

rappresentare 

4. ascertain – stabilire;

accertare 

5. strength – forza 

6. consistency – coerenza;

omogeneità 

7. track – seguire le tracce

8. inception – inizio 

9. submit – sottoporre 

10. fate – destino 

Extra Text 3 

BMC MEDICAL RESEARCH 
METHODOLOGY

2009, 9:79doi:10.1186/1471-2288-9-79Volume 9

Research article

Extent of publication bias1 in different
categories of research cohorts: a meta-
analysis of empirical studies
Fujian Song 1,2 , Sheetal Parekh-Bhurke 2 , Lee
Hooper 1 , Yoon K Loke 1 , Jon J Ryder 1 , Alex J
Sutton 3 , Caroline B Hing4  and Ian Harvey 1. 1
School of Medicine, Health Policy and Practice,
University of East Anglia, Earlham Road, Norwich,
NR4 7TJ, UK; 2  School of Allied Health Profes-
sions, University of East Anglia, Earlham Road,
Norwich, NR4 7TJ, UK; 3  Department of Health
Sciences, University of Leicester, University Road,
Leicester, LE1 7RH, UK; 4  Watford General Hos-
pital, 60 Vicarage Road, Watford, Hertfordshire,
WD18 0HB, UK

Background The validity of research
synthesis is threatened2 if published
studies comprise3 a biased selection of all
studies that have been conducted. We
conducted a meta-analysis to ascertain4
the strength5 and consistency6 of the
association between study results and
formal publication.
Methods The Cochrane Methodology
Register Database, MEDLINE and other
electronic bibliographic databases were
searched (to May 2009) to identify
empirical studies that tracked7 a cohort of
studies and reported the odds of formal
publication by study results. Reference
lists of retrieved articles were also
examined for relevant studies. Odds ratios
were used to measure the association
between formal publication and significant
or positive results. Included studies were
separated into subgroups according to
starting time of follow-up, and results from
individual cohort studies within the
subgroups were quantitatively pooled.

Results We identified 12 cohort studies
that followed up research from inception8,
four that included trials submitted9 to a
regulatory authority, 28 that assessed the
fate10 of studies presented as conference
abstracts, and four cohort studies that
followed manuscripts submitted to
journals. The pooled odds ratio of
publication of studies with positive results,
compared to those without positive results
(publication bias) was 2.78 (95% CI: 2.10
to 3.69) in cohorts that followed from
inception, 5.00 (95% CI: 2.01 to 12.45) in
trials submitted to regulatory authority,
1.70 (95% CI: 1.44 to 2.02) in abstract
cohorts, and 1.06 (95% CI: 0.80 to 1.39) in
cohorts of manuscripts.
Conclusion Dissemination of research
findings is likely to be a biased process.
Publication bias appears to occur early,
mainly before the presentation of findings
at conferences or submission of
manuscripts to journals.
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1. take – prendere; assumere

(farmaco) 

2. be lacking – mancare, essere

assente 

3. slow – rallentare 

4. community-dwelling –

residenti (di una località)

5. twice daily – due volte al

giorno 

6. score – punteggio 

7. impairment –

deterioramento,

compromissione 

8. education – istruzione 

9. result in – comportare, avere

come conseguenza 

E x t r a  r e a d i n g

Main Outcome Measures Rates of
change over time in the Modified Mini-
Mental State Examination (3MSE), in the
cognitive subscale of the Alzheimer
Disease Assessment Scale (ADAS-Cog),
and in neuropsychological domains of
memory, attention, visual-spatial
construction, language, and executive
functions, based on sums of z scores6 of
individual tests. 
Results Annual rates of decline in z
scores did not differ between G biloba and
placebo groups in any domains, including
memory (0.043; 95% confidence interval
[CI], 0.034-0.051 vs 0.041; 95% CI, 0.032-
0.050), attention (0.043; 95% CI, 0.037-
0.050 vs 0.048; 95% CI, 0.041-0.054),
visuospatial abilities (0.107; 95% CI, 0.097-
0.117 vs 0.118; 95% CI, 0.108-0.128),
language (0.045; 95% CI, 0.037-0.054 vs
0.041; 95% CI, 0.033-0.048), and executive
functions (0.092; 95% CI, 0.086-0.099 vs
0.089; 95% CI, 0.082-0.096). For the 3MSE
and ADAS-Cog, rates of change varied by
baseline cognitive status (mild cognitive
impairment7), but there were no
differences in rates of change between
treatment groups (for 3MSE, P = .71; for
ADAS-Cog, P = .97). There was no
significant effect modification of treatment
on rate of decline by age, sex, race,
education8, APOE*E4 allele, or baseline
mild cognitive impairment (P > .05).  
Conclusion Compared with placebo, the
use of G biloba, 120 mg twice daily, did
not result in9 less cognitive decline in
older adults with normal cognition or with
mild cognitive impairment. 

Extra Text 4

JAMA
Vol. 302 No. 24, December 23/30, 2009 

Ginkgo biloba for Preventing Cognitive
Decline in Older Adults: A Random-
ized Trial
Beth E. Snitz, PhD; Ellen S. O’Meara, PhD; Michelle
C. Carlson, PhD; Alice M. Arnold, PhD; Diane G.
Ives, MPH; Stephen R. Rapp, PhD; Judith Saxton,
PhD; Oscar L. Lopez, MD; Leslie O. Dunn, MPH;
Kaycee M. Sink, MD; Steven T. DeKosky, MD; for
the Ginkgo Evaluation of Memory (GEM) Study In-
vestigators 

Context The herbal product Ginkgo
biloba is taken1 frequently with the
intention of improving cognitive health in
aging. However, evidence from adequately
powered clinical trials is lacking2 regarding
its effect on long-term cognitive
functioning.  
Objective To determine whether G
biloba slows3 the rates of global or
domain-specific cognitive decline in older
adults.  
Design, Setting, and Participants The
Ginkgo Evaluation of Memory (GEM)
study, a randomized, double-blind,
placebo-controlled clinical trial of 3069
community-dwelling4 participants aged 72
to 96 years, conducted in 6 academic
medical centers in the United States
between 2000 and 2008, with a median
follow-up of 6.1 years.  
Intervention Twice-daily5 dose of 120-
mg extract of G biloba (n = 1545) or
identical-appearing placebo (n = 1524).  
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T H E  D O C T O R  I S  I N

1. unclear – non chiaro 

2. relationship – rapporto 

3. lead to – portare a, avere

come risultato 

4. feeling – sentimento;

sensazione; stato 

5. stressfulness – stato di stress 

6. behavior – comportamento 

Extra Text 5 

STROKE 
2010;41:187-190

Published online before print November 5, 2009 

Low Pessimism Protects Against
Stroke: The Health and Social Support
(HeSSup) Prospective Cohort Study 
Hermann Nabi, PhD; Markku Koskenvuo, MD, PhD;
Archana Singh-Manoux, PhD; Jyrki Korkeila, MD,
PhD; Sakari Suominen, MD, PhD; Katariina Ko-
rkeila, MD, PhD; Jussi Vahtera, MD, PhD Mika
Kivimäki, PhD 

From INSERM U687-IFR69 (H.N., A.S.-M.), Ville-
juif, France; the Department of Public Health (M.
Koshenvuo), University of Helsinki, Helsinki, Fin-
land; the Department of Epidemiology and Public
Health (A.S.-M., M. Kivimäki), University College
London, London, UK; the Department of Psychia-
try (J.K.), University of Turku and Harjavalta Hos-
pital, Turku, Finland; the Department of Public
Health (S.S., J.V.), University of Turku and Turku
University Hospital, Turku, Finland; Municipal
Health Care (K.K.), Turku, Finland; and the
Finnish Institute of Occupational Health (J.V., M.
Kivimäki), Helsinki, Finland.  

Background and Purpose The
association between optimism and
pessimism and health outcomes has
attracted increasing research interest. To
date, the association between these
psychological variables and risk of stroke
remains unclear1. We examined the
relationship2 between pessimism and the
7-year incidence of stroke.  

Methods A random sample of 23 216
adults (9480 men, 13 796 women) aged 20
to 54 years completed the pessimism scale
in 1998, that is, at study baseline. Fatal
and first nonfatal stroke events during a
mean follow-up of 7.0 years were
documented by linkage to the national
hospital discharge and mortality registers
leading to3 105 events. 
Results Unadjusted hazard ratio was 0.44
(95% CI, 0.25 to 0.77) for participants in
the lowest quartile (a low pessimism level)
when compared with those in the highest
quartile (a high pessimism level). After
serial adjustments for sociodemographic
characteristics, cardiovascular
biobehavioral risk factors, depression,
general feeling4 of stressfulness5, and
ischemic heart disease, the fully adjusted
hazard ratio was 0.52 (95% CI, 0.29 to
0.93).  
Conclusions In this population of adult
men and women, low level of pessimism
had a robust association with reduced
incidence of stroke. 
Key Words epidemiology • pessimism •
psych & behavior6
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1. pregnancy – gravidanza 

2. expenditure – dispendio 

3. fitness – forma fisica 

4. sleep – dormire  

5. heart rate – battito cardiaco 

6. medical record – cartella

clinica 

7. engage in – partecipare 

8. stage – stadio 

9. labor – travaglio; lavoro 

10. delivery – parto; consegna,

erogazione 

11. gain – aumento; guadagno 

E x t r a  r e a d i n g

Extra Text 6 

AM J OBSTET GYNECOL 
2010;202:266.e1-6

Effects of recommended levels of phys-
ical activity on pregnancy1 outcomes
Katarina Melzer, PhD a b, Yves Schutz, PhD c, Ni-
na Soehnchen, MD, PhD b, Veronique Othenin-Gi-
rard, RM b, Begoña Martinez de Tejada, MD, PhD
b, Olivier Irion, MD, PhD b, Michel Boulvain, MD,
PhD b, Bengt Kayser, MD, PhD a. a Institute of
Movement Sciences and Sports Medicine, Faculty
of Medicine, University of Geneva, Geneva, Switzer-
land; b Department of Obstetrics and Gynaecology,
University Hospitals of Geneva, Faculty of Medi-
cine, University of Geneva, Geneva, Switzerland; c
Department of Physiology, University of Lausanne,
Lausanne, Switzerland Reprints: Bengt Kayser, MD,
PhD, Institute of Movement Sciences and Sports
Medicine, Faculté de médecine, Université de
Genève, 10 rue du Conseil Général, 1205 Genève
Supported by a competitive Grant attributed to Drs
Boulvain and Kayser by the Centre de Recherche
Clinique, the Faculty of Medicine, University of
Geneva, and the University Hospitals of Geneva,
Switzerland.

Objective We sought to examine the
relation between recommended levels of
physical activity during pregnancy and
pregnancy outcomes.

Study Design We conducted an
observational study with energy
expenditure2, aerobic fitness3, and
sleeping4 heart rate5 measured in 44
healthy women in late pregnancy. Medical
records6 were examined for pregnancy
outcome. 
Results Active women, who engaged in7
�30 minutes of moderate physical activity
per day, had significantly better fitness
and lower sleeping heart rate compared to
the inactive. Duration of second stage8 of
labor9 was 88 and 146 minutes in the
active vs inactive women, respectively (P
= .05). Crude odds ratio of operative
delivery10 in the inactive vs the active was
3.7 (95% confidence interval, 0.87–16.08).
Birth weight, maternal weight gain11, and
parity adjusted odds ratio was 7.6 (95%
confidence interval, 1.23–45.8). Neonatal
condition and other obstetric outcomes
were similar between groups. 
Conclusion Active women have better
aerobic fitness as compared to inactive
women. The risk for operative delivery is
lower in active women compared to
inactive, when controlled for birth weight,
maternal weight gain, and parity. Further
studies with larger sample size are
required to confirm the association
between physical activity and pregnancy
outcomes. 
Key words: delivery, labor, physical
activity, pregnancy outcome 
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T H E  D O C T O R  I S  I N

1. self-selection – autoselezione 

2. smoker – fumatore 

3. attend – frequentare;

partecipare 

4. chest – torace 

5. x-ray – radiografia 

6. except – eccetto, tranne 

7. whole – intero 

8. dual – duplice 

Extra Text 7

J THORAC ONCOL. 
2010 Feb 5. [Epub ahead of print] 

Self-Selection1 Effects in Smokers2 At-
tending3 Lung Cancer Screening: A
9.5-Year Population-Based Cohort
Study in Varese, Italy.
Dominioni L, Rotolo N, Poli A, Paolucci M, Sessa F,
D’ambrosio V, Paddeu A, Mantovani W, Imperatori
A.

Center for Thoracic Surgery, Department of Sur-
gical Sciences, University of Insubria, Varese, Italy;
Department of Medicine and Public Health, Uni-
versity of Verona, Verona, Italy; Department of Ra-
diology, Ospedale S. Antonio Abate, Gallarate,
Italy; Department of Human Morphology, Univer-
sity of Insubria, Varese, Italy; Thoracic Medicine
Unit, Department of Medicine, Ospedale S. Anto-
nio Abate, Gallarate, Italy; and Respiratory Care
Unit, Department of Medicine, Ospedale S. Anna,
Como, Italy.

Background: We hypothesize that
mortality risk profile of participants and
nonparticipants in nonrandomized lung
cancer (LC) screening of smokers may be
different. 
Methods: In 1997, a population-based
cohort of 5815 smokers of Varese Province
was invited to nonrandomized LC
screening by annual chest4 x-ray5
examination for 4 years. LC risk factors
and screening participation rate were
recorded. Except6 for screening, the
whole7 cohort received usual care. After
9.5-year observation, we compared
mortality of participants versus
nonparticipants by assessing age-
standardized all-cause mortality rate ratio
(MRR) and disease group-specific MRR
with 95% confidence intervals (95% CI). 

Results: Self-selected screening
participants were 21% of cohort.
Participants were younger (p < 0.001),
were more frequently current smokers (p
= 0.019), had more pack-years of smoking
(p < 0.0001), and had higher rate of LC
family history (p < 0.0001) and of
occupational LC risk (p < 0.0001) relative
to nonparticipants. In logistic regression
analysis familial LC, occupational risk and
pack-years smoked were significant
predictors of participation in screening
and of developing LC. Participants
displayed a healthy effect, as shown by all-
cause MRR = 0.67 (95% CI, 0.53-0.84), all
cancers except LC MRR = 0.61 (95% CI,
0.41-0.91), cardiovascular diseases MRR =
0.38 (95% CI, 0.22-0.63), and noncancer
disease other than cardiovascular or
respiratory MRR = 0.57 (95% CI, 0.34-
0.92). The LC mortality (MRR = 1.40; 95%
CI, 1.03-1.91) was higher in participants
relative to nonparticipants (p = 0.031). 
Conclusion: The selection effect in LC
screening participants was dual8: healthy
effect and higher LC mortality. In
assessing the overall effectiveness of LC
screening on a population level, a higher
LC mortality risk in participants should be
considered.
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1. access – accesso  

2. question – domanda 

3. elective – facoltativo;

programmato 

4. summary – riassunto 

5. answer– risposta 

6. provision – erogazione 

7. add – aggiungere 

8. aim – mirare, avere come

obiettivo 

9. deprived – privato; povero 

10. over – più di 

11. confounding/confounders –

che creano confusione, che

distorcono 

12. caution – cautela 

13. accuracy – accuratezza,

precisione 

14. data coding – codifica dei

dati 

15. reason – ragione, motivo 

16. assume – suppore; dare per

scontato 

17. assign – assegnare 

E x t r a  r e a d i n g

Primary outcomes Proportion of patients
admitted as emergencies and receiving
recommended surgical treatment.
Main results and the role of chance
Patients from deprived areas, older
people, and women were more likely to be
admitted as emergencies. For example,
the adjusted odds ratio for patients with
breast cancer in the least compared with
most deprived fifth of deprivation was 0.63
(95% confidence interval 0.60 to 0.66) and
that for patients with lung cancer aged 80-
89 compared with those aged 50-59 was
3.13 (2.93 to 3.34). There were some
improvements in disparities between age
groups but not for deprived patients over
time. Patients from deprived areas were
less likely to receive preferred procedures
for rectal, breast, and lung cancer. These
findings did not improve with time. For
example, over10 67% of patients in the
most deprived fifth of deprivation had
anterior resection for rectal cancer
compared with 76% of patients in the least
deprived fifth (1.34, 1.22 to 1.47); and
54% of patients in the most deprived fifth
had breast conserving surgery compared
with 64% of patients in the least deprived
fifth (1.21, 1.16 to 1.26). Men were less
likely to undergo anterior resection and
lung cancer resection and older people
were less likely to receive breast
conserving surgery and lung cancer
resection. The adjusted odds ratio for
patients with lung cancer aged 80-89
compared with those aged 50-59 was 0.52
(0.46 to 0.59).
Bias, confounding11, and other
reasons for caution12 Routinely
collected data have limited completeness
and accuracy13 of data coding14 but there
is no reason15 to assume16 that these
limitations should be correlated with
deprivation, sex, or age of patients. We
used the index of multiple deprivation
(IMD), an established method of
assigning17 socioeconomic characteristics
based on area of residence that assumes
individuals conform to the socioeconomic
profile of their area. Data are unavailable
on tumour stage, case mix, and preference

Extra Text 8 

BMJ 
2010;340: b5479 doi: 10.1136/bmj.b5479

Social variations in access1 to hospital
care for patients with colorectal,
breast, and lung cancer between 1999
and 2006: retrospective analysis of
hospital episode statistics
Rosalind Raine,1 Wun Wong,1 Shaun Scholes,1
Charlotte Ashton,1 Austin Obichere,2 Gareth Am-
bler 3. 1Department of Epidemiology and Public
Health, University College London, London WC1E
6BT; 2University College London Hospital, London
NW1 2PG; 3Department of Statistical Science, Uni-
versity College London 

Study question2 Does type of hospital
admission (emergency compared with
elective3) and surgical procedure for
colorectal, breast, and lung cancer vary by
socioeconomic circumstances, age, sex,
and year of admission?
Summary4 answer5 Despite the
implementation of the NHS Cancer Plan,
social factors still strongly influence
access to and the provision6 of care in
England. 
What is known and what this paper
adds7 The NHS Cancer Plan aimed8 to
improve outcomes overall and to reduce
health inequalities. In this study, living in
deprived9 areas and being male were
associated with lower likelihood of
receiving preferred surgical procedures for
cancers within the National Health Service
(NHS); older people were more likely to
receive the preferred surgical procedure
for rectal cancer but less likely to receive
breast conserving surgery and lung cancer
resection.
Participants and setting 564 821
patients aged 50 and above admitted to
NHS hospitals in England between 1 April
1999 and 31 March 2006 with a diagnosis
of colorectal, lung, and breast cancer.
Design Repeated cross sectional study
with data on individual patients from the
hospital episode statistics (HES) dataset.
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T H E  D O C T O R  I S  I N

18. apply to – riguardare 

of patients, which are potential
confounders. 
Generalisability to other populations
These findings apply to18 patients
admitted to NHS hospitals in England with
colorectal, breast, or lung cancer. 

Study funding/potential competing
interests The research was funded in
part by the Legal and General Group and
the Institute of Actuaries. The authors’
work was independent of the funders. 
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1. including – compreso 

2. masked – celato, nascosto;

bendato 

3. private practice – attività di

libera professione  

4. fasting – a digiuno 

5. randomly – in modo casuale 

6. as did – così come 

7. otherwise – altrimenti; per il

resto 

8. warrant – giustificare 

9. avenue – strada, via 

E x t r a  r e a d i n g

Extra Text 9 

ANN INTERN MED MARCH
16, 2010, vol. 152 no. 6 346-357 

The Effects of Salsalate on Glycemic
Control in Patients With Type 2 Dia-
betes
Allison B. Goldfine, MD; Vivian Fonseca, MD; Kath-
leen A. Jablonski, PhD; Laura Pyle, MS; Myrlene A.
Staten, MD; and Steven E. Shoelson, MD, PhD for
the TINSAL-T2D (Targeting Inflammation Using
Salsalate in Type 2 Diabetes) Study Team* 

Author Affiliations: Joslin Diabetes Center and Har-
vard Medical School, Boston, Massachusetts; Tu-
lane University, New Orleans, Louisiana; The
George Washington University, Rockville, Mary-
land; and the National Institute of Diabetes and Di-
gestive and Kidney Diseases, Washington, DC. 

Background: Salsalate, a nonacetylated
prodrug of salicylate, has been shown to
decrease blood glucose concentration in
small studies.  
Objective: To compare the efficacy and
safety of salsalate at different doses in
patients with type 2 diabetes. 
Design: Parallel randomized trial with
computer-generated randomization and
centralized allocation. Patients and
investigators, including1 those assessing
outcomes and performing analyses, were
masked2 to group assignment.
(ClinicalTrials.gov registration number:
NCT00392678) 
Setting: 3 private practices3 and 14
universities in the United States.  
Patients: Persons aged 18 to 75 years with
fasting4 plasma glucose concentrations of
12.5 mmol/L or less (≤225 mg/dL) and
hemoglobin A1c (HbA1c) levels of 7.0% to
9.5% treated by diet, exercise, and oral
medication at stable doses for at least 8
weeks. 
Intervention: After a 4-week, single-
masked run-in period, patients were
randomly5 assigned to receive placebo or
salsalate in dosages of 3.0, 3.5, or 4.0 g/d
for 14 weeks (27 patients each) in
addition to their current therapy.  

Measurements: Change in HbA1c was
the primary outcome. Adverse effects and
changes in measures of coronary risk and
renal function were secondary outcomes. 
Results: Higher proportions of patients in
the 3 salsalate treatment groups
experienced decreases in HbA1c levels of
0.5% or more from baseline (P = 0.009).
Mean HbA1c changes were –0.36% (P =
0.02) at 3.0 g/d, –0.34% (P = 0.02) at 3.5
g/d, and –0.49% (P = 0.001) at 4.0 g/d
compared with placebo. Other markers of
glycemic control also improved in the 3
salsalate groups, as did6 circulating
triglyceride and adiponectin
concentrations. Mild hypoglycemia was
more common with salsalate; documented
events occurred only in patients taking
sulfonylureas. Urine albumin
concentrations increased in all salsalate
groups compared with placebo. The drug
was otherwise7 well tolerated.  
Limitation: The number of patients
studied and the trial duration were
insufficient to warrant8 recommending the
use of salsalate for type 2 diabetes at this
time. 
Conclusion: Salsalate lowers HbA1c
levels and improves other markers of
glycemic control in patients with type 2
diabetes and may therefore provide a new
avenue9 for treatment. Renal and cardiac
safety of the drug require further
evaluation.  
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1. eye – occhio 

2. injury – lesione, infortunio 

3. nearly – quasi 

4. focus on – focalizzare,

porre l’attenzione 

5. rely on – fare affidamento;

dipendere, contare su

6. charge – costo (al

paziente/sistema/consumato

re)

7. inpatient – paziente

ospedaliero, ricoverato

8. guidelines – linee guida 

9. expected – atteso, previsto 

10. payer – colui che paga

11. determine – identificare,

stabilire 

12. weighted – pesato (termine

statistico)

13. actual – reale 

14. open wound – ferita aperta 

15. crash – scontro, incidente 

16. struck – colpito 

17. by or against – da o contro 

18. cut or pierced – tagliato o

perforato/trafitto 

19. at home – a casa 

20. hazardous – pericoloso 

21. goal - traguardo

22. eyewear – occhiali

(generico) 
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Pediatric eye1 injury-related hospital-
izations in the United States.
Brophy M, Sinclair SA, Hostetler SG, Xiang H., Cen-
ter for Injury Research and Policy, Children’s Re-
search Institute, Columbus Children’s Hospital, The
Ohio State University College of Medicine, Colum-
bus, OH, USA.

Objective: An estimated 2.4 million eye
injuries2 occur in the United States each
year, with nearly3 35% of injuries among
persons aged 17 years or less. Although
previous research has identified some of
the characteristics of pediatric eye
injuries, many studies focused4 only on a
specific patient population or type of eye
injury or relied on5 self-reported data. In
addition, little information has been
reported on the total charges6 associated
with treating pediatric eye injuries. Using
a large national database, our aim was to
examine hospitalizations for the treatment
of pediatric eye injuries in the United
States, including the demographic,
medical care, and financial characteristics
associated with major categories of eye
injury. 
Methods: Cross-sectional data were
derived from the 2000 Kids’ Inpatient7
Database of the Healthcare Cost and
Utilization Project. Eye injury-related
hospitalizations were identified by using
International Classification of Disease,
Ninth Revision, Clinical Modification
codes. Discharges were selected if the eye
injury was the principal or secondary
diagnosis. Guidelines8 from the Centers for
Disease Control and Prevention were used
to group external-cause-of-injury codes
into broader categories to allow
meaningful comparison with previous
studies. The reported charges for the
treatment of eye injuries and the
expected9 primary payer10 were
determined11. Cases were statistically

weighted12 to produce national estimates
of hospitalizations for pediatric eye
injuries and to determine the
characteristics of these injuries. 
Results: Data were collected by the Kids’
Inpatient Database for 3834 actual13 eye
injury-related hospitalizations. These
records represent an estimated 7527 eye
injury-related hospitalizations among
children aged 20 years or less in the
United States during 2000. Inpatient
charges for the treatment of these injuries
were more than $88 million. The rate of
hospitalization for pediatric eye injuries in
the United States in 2000 was 8.9 per
100,000 persons aged 20 years or less.
Young adults aged 18 to 20 years
accounted for the highest percentage of
hospitalizations (23.7%). Males accounted
for 69.7% of hospitalizations. A majority of
hospitalizations were for open wounds14 of
the ocular adnexa. Motor vehicle crash15
was the most common cause of injury,
followed by being struck16 by or against17
an object and being cut or pierced18. 
Conclusions: These findings illustrate the
considerable morbidity, financial burden,
and proximal causes for pediatric eye
injury-related hospitalizations. Our data
support the need for eye injury prevention
efforts that consider the age, gender, and
developmental stage of children.
Educating parents and children about the
potential for eye injuries at home19 and
during hazardous20 activities is an
important public health goal21. In addition,
promoting the use of appropriate
protective eyewear22 by children during
activities with a high risk of ocular trauma
will help prevent future eye injuries.
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1. next – prossimo; successivo 

2. centre-specific – riferito ad

un centro di screening

specifico

3. 3.51-fold – 3.51 volte

(-fold = volte) 

E x t r a  r e a d i n g
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Research article

Incidence, detection, and tumour stage
of breast cancer in a cohort of Italian
women with negative screening mam-
mography report recommending early
(short-interval) rescreen
Alessandra Ravaioli 1 , Flavia Foca 1 , Americo Co-
lamartini 1 , Fabio Falcini 1 , Carlo Naldoni 2 , Al-
ba C Finarelli 2 , Priscilla Sassoli de Bianchi 2  and
Lauro Bucchi 1. 1  Romagna Cancer Registry, IRST,
47014 Meldola, Forlì, Italy, 2  Department of
Health, Emilia-Romagna Region, 40127 Bologna,
Italy 

Background Although poorly described
in the literature, the practice of early
(short-interval) rescreen after a negative
screening mammogram is controversial
due to its financial and psychological
burden and because it is of no proven
benefit.
Methods The present study targeted an
Italian 2-yearly screening programme
(Emilia-Romagna Region, 1997-2002). An
electronic dataset of 647,876 eligible
negative mammography records from
376,257 women aged 50-69 years was
record-linked with the regional breast
cancer registry. The statistical analysis
addressed the following research
questions: (1) the prevalence of
recommendation for early (<24 months)
rescreen (RES) among negative
mammography reports; (2) factors
associated with the likelihood of a women
receiving RES; and (3) whether women
receiving RES and women receiving
standard negative reports differed in
terms of proportional incidence of interval
breast cancer, recall rate at the next1
rescreen, detection rate of breast cancer
at the next rescreen and the odds of
having late-stage breast cancer during the
interscreening interval and at the next
rescreen. 

Results RES was used in eight out of 13
screening centres, where it was found in
4171 out of 313,320 negative reports
(average rate 1.33%; range 0.05%-4.33%).
Reports with RES were more likely for
women aged 50-59 years versus older
women (odds ratio (OR) 1.33; 95% CI
1.25-1.42), for the first versus subsequent
screening rounds (OR 1.91; 95% CI 1.79-
2.04) and with a centre-specific2 recall
rate below the average of 6.2% (OR 1.41;
95% CI 1.32-1.50). RES predicted a 3.51-
fold3 (95% CI 0.94-9.29) greater
proportional incidence of first-year
interval cancers, a 1.90-fold (95% CI 1.62-
2.22) greater recall rate at the next
screen, a 1.72-fold (95% CI 1.01-2.74)
greater detection rate of cancer at the
next screen and a non-significantly
decreased risk of late disease stage (OR
0.59; 95% CI 0.23-1.53). 
Conclusion The prevalence of RES was
in line with the maximum standard level
established by the Italian national
guidelines. RES identified a subset of
women with greater incidence of interval
cancers and greater prevalence of cancers
detected at the next screen. 
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1. outside – al di fuori 

2. summarize – riassumere 

3. in order to – per, con lo

scopo di

4. attitude – atteggiamento;

opinione 

5. reviewer – revisore,

valutatore 

6. summary – riassunto 

7. shortcoming – limite; difetto 

8. nurse – infermiere 

9. much more – molto più 

10. reliable – affidabile,

attendibile 

11. agreement – accordo;

concordanza 

12. judge – giudicare, valutare 

13. towards – verso; nei

confronti di

14. face – trovarsi davanti,

affrontare 

15. confusing – che crea

confusione, confonde 

16. at times – a volte 

17. doubt – dubbio 

18. negligible – insignificante  

19. view – veduta; opinione 
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Research article

Frequency and circumstances of place-
bo use in clinical practice - a system-
atic review of empirical studies
Margrit Fässler1, Karin Meissner2,3, Antonius
Schneider3  and Klaus Linde 3. 1  Institute of Bio-
medical Ethics, University of Zurich, 8008 Zurich,
Switzerland; 2  Institute of Medical Psychology,
Ludwig-Maximilians University, 80336 Munich,
Germany; 3  Institute for General Practice, Tech-
nische Universität München, 81667 Munich, Ger-
many 

Background The use of placebo
interventions outside1 clinical trials is
ethically, professionally and legally
controversial. Little is known about the
frequency and circumstances of placebo
use in clinical practice. Our aim was to
summarize2 the available empirical studies
addressing these issues.
Methods We searched PubMed and
EMBASE from inception to July 2009 in
order to3 identify cross-sectional surveys,
qualitative or longitudinal studies among
health care professionals, students or
patients which investigated at least one of
the following issues - frequency of placebo
use or attitudes4 to, or motivations for, the
use of placebo interventions. At least two
reviewers5 extracted information on the
study methods, participants and findings.
Descriptive summaries6 were prepared in
an iterative process by at least two
reviewers per study.

Results Twenty-two studies from 12
different countries met the inclusion
criteria. Most studies had relevant
shortcomings7. The proportion of
respondents reporting that they had
applied ‘pure’ placebos (for example,
saline injection) during their professional
life varied between 17% and 80% among
physicians and between 51% and 100%
among nurses8, but it seems that the
actual frequency of such use seems to be
rare. The use of ‘impure’ or ‘active’
placebos (for example, antibiotics for viral
infections) is likely to be much more9
frequent. However, it is impossible to
make a reliable10 estimation because there
is no agreement11 of what an impure
placebo might be. Studies using qualitative
methods or asking participants to judge12
case examples suggest that motivations
and attitudes towards13 placebo use are
complex and health care providers are
often faced14 with a dilemma.
Conclusions Although the available
evidence is incomplete and confusing15 at
times16, there can be little doubt17 that the
prevalence of placebo use outside of
clinical trials is not negligible18 and that
views19 and attitudes on placebos use
differ considerably among individuals,
both health care professionals and
patients. Further research is needed to
clarify these issues.


