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for the distribution of renal disease 
(p=0·972) and sex (p=0·997). 

Throughout the paper, all 95% CIs 
for the hazard ratio are incompatible 
with the reported analysis technique; 
they are neither symmetric around 
the estimate on the log scale (as 
would be expected for a standard 
Cox regression analysis) nor on the 
reported scale. If these data are in 
fact correct and a non-standard 
method was used to calculate these 
CIs and corresponding p values, we 
would expect this informa tion to be 
provided in the article.

Further concerns arise from 
table 3, which reports the eff ect of 
base line proteinuria on the effi  cacy 
of combination therapy. Nakao and 
col leagues describe an “overall result 
of combination therapy”, but fail 
to report to which comparison this 
refers. Corrections to this table were 
reported,3 but although the changes 
corrected numerical inconsistencies 
in the data, they created incom-
patibilities in the reported results. 
This (corrected) “overall” result 
(hazard ratio 0·34, 95% CI 0·19–2·68; 
p=0·31) suggests that the eff ect 
of combination therapy is not 
signifi cant, whereas all other reported 
comparisons indicate that it is. 

A further implausibility arises from 
the 18-week run-in phase in which 
the investigators chose the maximum 
dose of trandolapril (3 mg per day) for 
the study and detected diff erential 

reactions to trandolapril (“good” and 
“low” responders). As a consequence, 
Nakao and colleagues introduced 
“reaction to trandolapril” as a stratifi -
cation variable. However, this is 
not possible given the way that the 
trial was described. All 263 patients 
would have to complete the run-
in phase before randomisation was 
launched (which would be more than 
2 years after the fi rst patient had been 
recruited). Or the stratifi cation rule 
would have had to change during 
the trial. If either of these situations 
occurred, why were they not reported?

The number and seriousness of the 
in con sistencies found in the Nakao 
paper led us to wonder whether it 
is possible that this is only a case 
of ex treme ly sloppy reporting or a 
hint to wards more severe problems 
with the data. In fact we excluded 
the COOPERATE trial from our 
meta-analysis1 on the basis of the im-
plausi bility of the data and in ternal in-
con sistencies and we men tioned the 
reason for ex clud ing the study in our 
review.

We suggest that, on the basis of the 
information provided above, a further 
look into this trial is warranted.
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The COOPERATE trial: 
a letter of concern 
In the context of a meta-analysis,1 we 
had reason to take an in-depth look 
at a study by Naoyuki Nakao and 
colleagues2 published in The Lancet 
in 2003. We detected implausibilities 
of serious concern.

In this single-centre trial, the re-
search ers investigated the role of 
angio tensin-converting enzyme (ACE) 
in  hibi tors versus angiotensin-II recep-
tor blockers versus com bina tion ther-
apy on time to doubling of serum 
cre atinine con centration or end-stage 
renal disease (combined primary end-
point) or on protein uria (secondary 
end point) in 263 patients with chronic 
non-diabetic renal disease. To assure 
similarity between the groups, the 
in vesti gators reported stratifi cation 
on three variables—baseline renal 
func tion (glomerular fi ltration rate 
<45 or ≥45 mL/min per 1·73 m²), 
base line proteinuria (<1 g per day, 
1–3 g per day, or >3 g per day), and 
respon sive ness to trandolapril in the 
pre randomisa tion period. Nakao and 
col leagues report that combination 
therapy versus both losar tan and 
trando lapril mono ther apy resulted in 
a sig nifi cant reduction in the primary 
end point (hazard ratios 0·4, 95% 
CI 0·17–0·69; and 0·38, 0·18–0·63, 
respectively).

A closer look at their table 1 shows 
a highly unusual balance in the 
distribution of baseline characteristics 
across the three treatment groups 
(table). A χ2 test for independence 
between randomisation and the 
respective covariate for categorical 
variables not known to be aff ected 
by stratifi cation (sex, renal disease, 
ACE poly morphism) shows that 
the balance is much better than 
one would expect from random 
fl uctua tions. For example, the 
similar ity in the distribution of the 
ACE polymorphisms between the 
three groups is closer than one would 
expect in 988 of 1000 repetitions 
(p=0·988) and with similar results 

Losartan 
(n=89)

Trandolapril 
(n=86)

Combination 
(n=88)

χ2 test

Demographics

Sex (male) 48 (54%) 46 (53%) 47 (53%) p=0·997

Renal disease

Glomerular 58 (65%) 56 (65%) 57 (65%)

Hypertension 15 (17%) 16 (19%) 15 (17%)

Polycystic kidney disease 3 (3%) 5 (5%) 4 (5%)

Unknown 13 (15%) 9 (10%) 12 (14%) p=0·972

ACE gene polymorphism

DD 9 (11%) 11 (13%) 10 (11%)

ID 49 (49%) 41 (48%) 42 (48%)

II 40 (40%) 34 (39%) 36 (41%) p=0·9876

Table: Categorical variables from Nakao and colleagues’ table 1
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Health professionals 
don’t feel secure in their 
own country

We support the recommendation 
of Edward Mills and colleagues 
(Feb 23, p 685)1 that countries 
recruit ing health professionals from 
sub-Saharan Africa should make 
fi nan cial “amends” to the region. 
How ever, we caution that such an 
action could become the means by 
which governments of rich coun tries 
appease their collective conscience, 
with little eff ect on the ongoing skills 
short age in sub-Saharan African coun-
tries.

As such, Mills and colleagues’ 
proposal does not adequately 
address the “push” factors that are 
driving emigration. Although poor 
salaries and heavy workloads clearly 
matter, a survey by the Southern 
African Migration Project2 of more 
than 1700 South African health 
professionals found that general 
conditions in the country, including 
a lack of family security, personal 
safety, and children’s futures, con-
tributed to more dis satisfaction than 
did poor working con ditions.

The lack of political accountability 
for the safety and security of citizens 
(whether health professionals or 
not) is what drives our most skilled 
professionals away. Isn’t this neglect 
the true human rights violation, 

rather than the active recruitment 
of health professionals as claimed by 
Mills and colleagues?

Most survey respondents believed 
that increasing regulation to stem 
the brain drain would have the 
opposite eff ect, undermining health 
pro fessionals’ rights at an individual 
level. Despite the massive imbalance 
in health-worker distribution, we 
need to remember that poor countries 
also gain from the global exchange 
of information and skills within the 
health sector. Interestingly, more 
than a third of survey respondents 
had spent periods working over seas 
but had chosen to return home. 
African governments should make 
that decision easier for them.
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Train and trap to trap 
and trash
In your Feb 23 Editorial (p 623),1 
you propose, as the solution to the 
shortage of medical professionals in 
poor countries, to: “[Demand] that 
rich countries stop actively recruiting 
from poorer nations”. You go on to 
argue that: “Richer countries can 
no longer be allowed to exploit and 
plunder the future of resource-poor 
nations.”

Strong words and well meaning 
in their intent too, but this proposal 
is likely to be counterproductive. 
A ban on recruitment of skilled 
professionals by rich nations from 
poor countries will dissuade training 

for emigration, and thus reduce 
the pool of medical professionals 
available for the globe as a whole. 
Any proposal to train and then “trap” 
skilled workers in poor nations will 
only discourage schooling, and 
therefore runs the risk of trashing the 
hopes and aspirations of many poor 
people to improve their wellbeing 
through emigration. Furthermore, 
the proposed scheme will rob rich 
nations of manpower that they 
desperately need given their rapidly 
ageing population. The train and 
trap proposal, therefore, will create 
losses for all—the potential trainee, 
and residents of the source and 
destination nations.

The proposal to ban recruitment 
to improve the wellbeing of poor 
nations could do the very opposite: 
it could discourage investment into 
the skills in demand and thus rob the 
investor, his or her nation, and the 
global community at large of latent 
potential for betterment of each of 
the above-mentioned.
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Chinese doctors’ salaries

David McCoy and colleagues (Feb 23, 
p 675)1 give a detailed description of 
the ubiquitous low salaries of health 
workers in sub-Saharan Africa. A simi-
lar situation also exists in China.

Doctors in China have long been a 
group of people whose low fi nancial 
incomes and social positions are 
distinctively in contrast to their high 
training costs, academic degrees, the 
technical demands of their career, and 
professional risks.2 The eff ect of the 
market-oriented health-care reform 
over the past 10 years in China has 
been negative for doctors. Incentives 
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