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In a nutshell

ERIK G PEARSON reviews interesting

clinical trials published in international

journals during 2007.

RCSIsmjin a nutshell

This first ‘In a nutshell’ attempts to present interesting and important journal articles published
in 2007. With 593,749 new articles indexed in PubMed between January 1 and the date of
writing, the search was limited to clinical trials in core journals, in order to focus the review.

Obesity will affect 150 million adults and 15 million children in

Europe by 2010.1 As we observe in wards and clinics, obesity is

common, and is associated with numerous comorbidities,

including diabetes, coronary artery disease, cancer, osteoarthritis,

and sleep apnoea.

In a retrospective cohort study in the New England Journal of

Medicine (NEJM), Adams and colleagues compared the long-term

mortality of 9,949 patients post gastric bypass surgery to 9,628

severely obese patients from a general population.2 The surgical

and control groups were further divided using body mass index

(BMI) values – those 45kg/m2 and <45kg/m2. The greatest

difference in survival was seen in the 45kg/m2 group, where the

hazard ratio for death between the surgery and control group

was 0.56 (0.43-0.65; P<0.001). At an average 7.1-year follow-up

of gastric bypass patients, the authors found that mortality from

any cause decreased by 46%, and cause specific mortality

decreased significantly for coronary artery disease (56%),

diabetes (92%), and cancer (60%). They estimated that at follow-

up, 136 lives are saved for every 10,000 gastric bypass surgeries

performed. Interestingly, non disease-related deaths, such as

suicide or accidents, increased significantly in the surgery group

by a factor of 1.58.

Does evidence support 
the surgical management 
of obesity?
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Have you been stuck?

One of the greatest advances in medicine in the last decade has

been the availability of the HPV vaccine to protect women from

cervical cancer. Recently, several important articles have been

published on the efficacy of this vaccine. The Females United to

Unilaterally Reduce Endo/Ectocervical Disease (FUTURE) II Study

Group published results from 12,167 women in the NEJM in

May.6 Each woman received three doses of either HPV

6/11/16/18 vaccine or a placebo at day one, month two, and

month six. The primary endpoint was cervical intraepithelial

neoplasia grade 2 or 3, adenocarcinoma in situ, or cervical

cancer related to HPV16/18. In the protocol group of 10,565

women (5,305 vaccine, 5,260 placebo), the vaccine was shown

to have an efficacy of 100% (86-100, 95% CI) in preventing

CIN grade 2, 97% (79-100) in preventing CIN grade 3, and

100% in preventing adenocarcinoma in situ at an average

follow-up of three years. The FUTURE II Study Group found that

in women with a pre-existing HPV 16 or 18 infection,

vaccination did not alter the course of the disease.

A separate study in JAMA addressed this last issue. In a study of

2,189 women with pre-existing HPV 16/18 infection randomised

to control or bivalent vaccine groups, the authors found that

clearance rates were not significantly different between the

groups at six- and 12-month follow-up. This suggests a purely

prophylactic, rather than therapeutic role for the vaccine.7 It is

important to note that the outcome measure was viral clearance

measured by PCR post vaccination, and not clinical disease, as

evaluated in the previous study. Interestingly, they found a high

rate of clearance of HPV 16/18 in both groups, 33.4%/31.6%

for vaccine/control at six months, and 48.8%/49.8% for vaccine

control at 12 months.

Both preliminary and validation studies have confirmed the

efficacy of the HPV vaccine and its ability to prevent the

development of CIN. Now attention focuses on ethical and

financial questions: when do we immunise, and how can we

finance the immunisation of women in developed and

undeveloped nations?

FIGURE 1: Survey of resident respondents who ever had a needlestick

injury according to postgraduate year. High-risk needlestick injury is

defined as injury from a patient with HIV, hepatitis C, hepatitis B, 

or who is a user of intravenous drugs.
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Eradication of cervical cancer? 
Follow-up data for HPV vaccine

The NEJM published an interesting article on needlestick injuries

(NSI) by Makary et al.5 After surveying surgical residents at 17

medical centres, they found that 99% had suffered an NSI by the

end of their training (averaging 1.7 injuries per year), and in 53%

the NSI represented a high risk patient (HIV, HBV, or HCV).5

Interestingly, respondents answered that only 49% of NSIs were

reported, 17% of those in high-risk patients. The time required and

lack of utility from reporting were the most common explanations

for not reporting an NSI. The odds ratio (OR) for not reporting an

NSI was 20 if no one else had knowledge of the incident, and 7 if

the NSI was from a non high-risk patient. It should be remembered

that not reporting an NSI may keep you from receiving treatment or

prophylaxis, put your partner or future patients at risk, and may

result in the denial of future medical insurance claims.
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Does bariatric surgery 
fight more than 
just fat?

Over the

past year, several

articles have examined

the assertion that bariatric

surgery can cure type 2 diabetes.

Gan et al followed 72 patients with type 2

diabetes over 30 months to evaluate the effect of

bariatric surgery on their condition.3 They evaluated

the number and dosages of diabetic medications that patients

were prescribed pre and post surgery. In patients with a laparoscopic

Roux-en-Y gastric bypass (LRYGB), 69% were off medication at an

average 13-month follow-up, and 59% were off medications and had

normal blood sugar and HbA1c levels. Traditionally, bariatric surgery

has been reserved for individuals with a BMI 35kg/m2 and

comorbidity, or a BMI 40kg/m2.

In a study by Lee et al in the Journal of Gastrointestinal Surgery,

patients with type 2 diabetes mellitus and BMIs <35kg/m2, 35-

45kg/m2, and >45kg/m2 were followed after LRYGB to examine its

effect on glucose control, cholesterol and triglyceride levels.4

Successful treatment of diabetes was defined as HbA1c <7.0%, LDL

<100mg/dl, and triglycerides <150mg/dl. At one year post surgery,

89.5% of patients with BMI <35kg/m2 and 98.5% of patients with

BMI >35kg/m2 achieved normal plasma glucose. The treatment goal

as defined was achieved by 76.5% of those with BMI <35kg/m2 and

92.4% of those with BMI >35kg/m2.

These studies suggest that bariatric surgery has a significant effect on

metabolism, with a large proportion of patients achieving glucose

and lipid control, as well as advancing to few or no medications.

Bariatric surgery’s effect on metabolism and weight loss significantly

decreases weight and morbidity, while increasing survival.

Ovarian cancer remains a difficult challenge for physicians and

their patients, and will result in the death of more than 16,000

women in the US this year. Ovarian cancer is the fourth leading

cause of cancer mortality in US women, and its lethality is

proportional to our inability to screen for precursors of the

disease. In a study by Van Nagell et al in Cancer, 25,327 women

were followed with annual transvaginal sonography (TVS)

between 1987 and 2005.8 Screening with TVS was found to

have a sensitivity of 85%, specificity of 98.7%, and negative

predictive value of 99.9%. However, the positive predictive value

of TVS screening was only 14% over 18 years. This is attributed

to the high rate of benign disease sonographically

indistinguishable from malignancy. In the screening group, 82%

of women with ovarian cancer had stage 1 or 2 disease,

compared to 34% of women with ovarian cancer in the

unscreened population. The authors conclude that TVS screening

decreases disease stage at detection, and increases case-specific

survival. The overall two-year/five-year survival rates were found

to be 88%/77% in the screening group, and 71%/49% in the

unscreened population. This evidence suggests that TVS is an

effective screening method for ovarian cancer and leads to

increased survival. Future research will attempt to identify

biochemical markers that can be combined with sonography to

create a more effective and powerful screening tool.

The search continues: 
how can we effectively
screen for ovarian cancer?


