
Correspondence

www.thelancet.com   Vol 379   March 31, 2012 1197

One must use extreme caution in 
accepting the published trial data as 
proof of the concept of B-cell-driven 
pathogenesis in multiple sclerosis. 
Indeed, most authors of this paper 
were also involved with the clinical 
trial of B-cell-targeted treatment with 
atacicept that was terminated by the 
sponsor because of serious worsening 
of disease in the treated groups 
(ClinicalTrials.gov NCT00642902).

The lessons from the clinical trial 
of natalizumab4 seem to have been 
forgotten too quickly: nearly a 
quarter of more than 200 patients 
with natalizumab-induced progressive 
multi focal leukoencephal opathy are 
dead and most of the rest are severely 
disabled by the drug rather then their 
disease. Quo vadis multiple sclerosis?
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external experts concluded that the 
patient who died in our study did 
not show any signs of viral infection. 
Whether the systemic acute infl am-
matory reaction noted in this patient 
had a causal relation with ocrelizumab 
treatment has not been established.

The lack of evidence for a dose 
response in this proof-of-concept study 
does not allow us to conclude one way 
or the other whether “escalation of B-cell 
depletion by immunotherapy alters the 
natural course of multiple sclerosis”. As a 
side note, although the primary analysis 
of this study did not show a clear dose 
response, a later post-hoc analysis 
indicated a dose response in patients 
with highly active multiple sclerosis 
and—together with data collected in 
studies of ocrelizu mab in rheumatoid 
arthritis—suggests that ocrelizumab 
600 mg might be the lowest eff ective 
dose in multiple sclerosis.

Finally, the failure of atacicept in 
the treatment of relapsing multiple 
sclerosis1 underlines the notion that 
not all B-cell-directed treatments are 
benefi cial. Failed trials are—although 
regrettable—a strong stimulus for 
further research and for refi nement 
of our concepts of pathogenesis and 
treatment. On closer inspection there 
are substantial diff erences in the mode 
of action of atacicept and ocrelizumab 
that certainly need to be discussed 
when the atacicept trial results are 
fully published.

The short-term effi  cacy shown 
in our proof-of-concept study of 
ocrelizumab compares well with that 
of other compounds used for the 
treatment of multiple sclerosis and 
certainly provides ample motivation 
to do larger and longer-term studies 
in an informative phase 3 programme 
to further explore the benefi t/risk 
profi le of this humanised monoclonal 
antibody in multiple sclerosis.
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Authors’ reply
We agree with Abhijit Chaudhuri that a 
phase 2 proof-of-concept study cannot 
provide defi nite evidence about the 
safety profi le of a new compound. 
What we reported is that the benefi t/
risk profi le noted over 48 weeks and 
in a limited number of patients was 
positive. Our paper concludes by 
underlining the need for larger and 
longer-term studies to better inform 
the benefi t/risk profi le of ocrelizumab.

Indeed the death of a patient is 
always a reason for concern, but an 
independent pathological review by 

Interventional 
cardiology and cardiac 
surgery in Cambodia

WHO and other international organ-
isations decree that facilities and 
treatments provided by donors to 
developing countries should corres-
pond to the economic realities of 
those countries. We would like to 
highlight and defend a sophisticated 
yet sustain able tech nology transfer 
programme that we have operated, 
against these principles, in paediatric 
cardiac surgery and interventional 
cardiology in Cambodia.

The fi ve Kantha Bopha Children’s 
Hospitals in Cambodia have admitted 
more than 1 million severely sick 
children over the past 20 years and 
treated more than 10 million sick 
children in their outpatient clinics. 
The Kantha Bopha Hospitals care for 
85% of all sick Cambodian children. All 
treatment is free of charge.

109 100 severely sick children were 
admitted to hospital in 2010: 58 267 in 
Phnom Penh and 50 833 in Siem Reap 
Angkor. In the Kantha Bopha Hospitals 
in Phnom Penh, 376 children died 
(0·64%), of whom 53 (14%) had an 
untreatable pulmonary compli cation 
caused by a congenital heart defect. 
In other words, the disease with the 
highest mortality rate in the Kantha 
Bopha Hospitals is now congenital 
heart malformation.

But many more have died as 
a consequence of a heart mal-
formation. In 2010, 272 children 
with severe pulmonary problems as a 
consequence of heart malformation 
had to be admitted to the intensive-
care unit. 53 died (20%). The other 
219 children were discharged still in 
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a critical state, and their parents were 
told that they could not be saved. 
They died later at home.

This is the reason why we have 
installed in Siem Reap Angkor, as a 
logical step to reduce the mortality 
rate, interventional cardiology for 
closure of patent ductus arteriosus and 
atrial and ventricular septal defects, 
dilation of pulmonary and aortic 
stenoses, and cardiac surgery for more 
complex congenital mal formations 
via a partnership involving the teams 
of the University Children’s Hospital 
Zurich, Switzerland; Chaîne de l’Espoir, 
Paris, France; and Fondation le Petit 
Coeur, Zurich. This strategy is based on 
epidemiological data and translates the 
will to decrease mortality in severely 
sick children in a sustainable way.
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100 000 maternities (pregnancies 
resulting in livebirth at any gestation or 
stillbirth occurring at or after 24 weeks).1 
In 2010, the Local Supervising Authority 
(LSA) and NHS London noted an 
apparent rise in maternal deaths in 
London and com missioned a review 
(covering Jan 1, 2009, to June 30, 2010) 
from the Centre for Maternal and Child 
Enquiries (CMACE). This review found 
London’s maternal mortality rate to be 
substantially higher than that of the rest 
of the UK: 19·3 per 100 000 maternities 
(95% CI 14·0–26·6) versus 8·6 per 
100 000 maternities (7·1–10·5).2

CMACE has been suspended since 
April, 2011. Thus, to investigate trends 
further, we retrieved information 
from the past ten London LSA Annual 
Reports to the Nursing and Midwifery 
Council. Deaths were categorised as 
direct, indirect, co incidental, and late, 
and verifi ed with CMACE. Before 2005, 
the LSA reports contained no inform-
ation on deaths. 2010–11 data could 
not be cross-checked with CMACE. 
We found a 27% increase in births in 
London, from 106 071 maternities in 
2001 to 134 544 in 2011, and a rise in 
maternal mortality between 2005 and 
2011 (fi gure).

Maternal death is associated with 
extremes of maternal age, obesity, 
social deprivation, black and minority 
ethnicity, late access to health care, 
in-vitro fertilisation, and multiple 
pregnancy—all factors pertaining to 
London’s childbearing population.2 
Although many determinants of life-
threatening pregnancy complications 
exist before conception, and numbers 
of deaths in individual units are 
inevitably small, maternal mortality 
is regarded as a sensitive measure of 
health-care quality. In 2008, London’s 
maternity services were found wanting 
by comparison with the rest of the UK.3 
Over the same decade that witnessed 
mergers, reconfi gurations of maternity 
services, and site closures, London 
has seen falls in hospital standardised 
mortality ratios and summary 
hospital-level mortality indicators.4 
However, since maternity measures do 

not always feature in NHS reports, our 
fi nding demands urgent attention.

Increases in maternal mortality have 
been reported in several high-income 
countries including Austria, Canada, 
Denmark, the Netherlands, Norway, 
and the USA,5 although improved 
detection might be implicated. With 
a background of increasing deliveries 
and complexity, rising mortality 
could refl ect wors ening demographic 
and medical risk in the pregnant 
population, excessive strain on the 
health-care system, or both.

Especially in the absence of CMACE, 
maternity service provision in the UK 
must be closely monitored and aligned 
to need and evidence. New thinking 
and more innovative public health 
measures, supported by government 
policy, might be required to address 
maternal risk.
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Rising maternal deaths 
in London, UK
UK maternal mortality remained 
relatively static between 1983 and 
2008, varying from 9·8 to 13·1 direct 
and indirect maternal deaths per 
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Figure: Maternal mortality, London, 2005–11
Rate per 100 000 maternities, with 95% CIs. Source: London Local Supervisory 
Authority reports.
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