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A new study emphasizes the 
critical need for regulatory 
authorities, pharmaceutical 
clinical trial sponsors, collabo-
rative research groups and 
other interests to work together 
to expedite study approval for 
clinical trials in cancer research 
on a global scale (Metzger-
Filho et al, 2013).

Dr Otto Metzger-Filho of 
the Dana-Farber Cancer 
Ins t i tute ,  Boston, 
Massachusetts, and a team of 
international colleagues 
reviewed the time taken to set 
up the Adjuvant Lapatinib 
and/or Trastuzumab Treatment 
Optimization (ALTTO) trial, 
a phase III clinical breast can-
cer trial covering more than 

ECOST (Effectiveness and 
Cost Of ICD Follow-�
Up Schedule with 
Telecardiology) was a rand-
omized controlled multi-
centre trial evaluating the 
safety and efficacy of 
Biotronik home monitoring 
compared with standard in-
office follow-up visits for 
patients with implantable 
cardioverter-defibrillators 
(ICDs) (Guédon-Moreau et 
al, 2012).

ECOST prospectively 
analysed 433 patients from 
43 sites throughout France 
who were randomly 
assigned to home monitor-
ing follow up (221 patients, 
seen once per year unless a 
hospital visit was needed) 
or standard in-office care 
(212 patients seen every 
6 months). 

Over a 24.2-month fol-
low up, 38.5% of patients 
in the active and 41.5% in 
the control group experi-
enced ≥1 major adverse 
event (P<0.05 for non-infe-
riority). The overall number 
of shocks delivered was sig-
nificantly lower in the 
active (n = 193) than in the 
control (n = 657) group 
(P<0.05) and 52% fewer 
patients received inappro-
priate shocks in the active 
(n = 11) than in the control 
(n = 22) group (P<0.05).
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Home monitoring 
reduces 
inappropriate ICD 
shocks by 52%8300 patients in 44 participat-

ing countries. 
The research team evaluated 

different aspects of ALTTO 
activation across different geo-
graphical and economic 
regions, measuring time inter-
vals for regulatory approval, 
ethics approval, protocol 
amendments, and times for 
patient enrollment. Although 
some of these time periods did 
vary in different regions, the 
study’s primary finding was 
that significant delays and 
bottlenecks occurred across all 
regions.

‘Improving the efficiency of 
the activation process would 
speed up the ability to gather 
scientific knowledge and evalu-

ate its applicability,’ said Dr 
Metzger-Filho. ‘Most impor-
tantly, it would ultimately ben-
efit the many patients who 
volunteer to participate in clin-
ical trials. This is the only way 
to improve treatments for 
patients with cancer.’

‘While the study’s focus on 
ALTTO means its findings 
cannot be generalized to make 
definitive statements about a 
region’s clinical trial proficien-
cy, its main finding of consist-
ently lengthy timetables should 
spark a global discussion about 
the need to improve the effi-
ciency of all cancer trials,’ Dr. 
Metzger-Filho concluded.

Commenting on the study’s 
findings, Professor Christoph 
Zielinski, Chair of the Clinical 
Division of Oncology, Medical 
University Vienna, Austria, 
explained: ‘As ALTTO is an 
almost global trial, it allowed 
researchers to undertake a dif-
ferential analysis of how long 
the various approval stages 
took in different geographic 
and economic regions.’

‘Unnecessary delays in the 
approval of clinical trials mean 
patients can miss the advan-
tages of a new active drug, a 
new combination of drugs or a 
novel therapeutic strategy, 
because oncologists will be 
compelled to use traditional 
and potentially sub-optimal 
treatments,’ added Professor 
Roberto Labianca, Director of 
the Department of Oncology 
and Haematology, Ospedali 
Riuniti di Bergamo, Italy.
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International cooperation necessary to speed 
up clinical trial results in cancer research

Intrahepatic cholestasis of 
pregnancy is the most preva-
lent pregnancy-specific liver 
disease. It is associated with 
increased risk of adverse fetal 
outcomes, including preterm 
labour and intrauterine death. 

Levels of 3b-sulfated pro-
gesterone metabolites are ele-
vated in intrahepatic cholesta-
sis of pregnancy, leading to a 
study of the impact of sulfat-
ed progesterone metabolites 
on farnesoid X receptor-
mediated bile acid homeosta-
sis pathways (Abu-Hayyeh et 
al, 2013). The 3b-sulfated 
progesterone metabolite epi-
allopregnanolone sulfate was 
found to be supraphysiologi-
cally raised in the serum of 
patients with intrahepatic 
cholestasis of pregnancy.

Levels of epiallopregnanolo-
ne sulfate found in intra-

hepatic cholestasis of preg-
nancy can act as a partial ago-
nist for farnesoid X receptor, 
causing aberrant expression of 
bile acid homeostasis genes in 
hepatoma cell lines and pri-
mary human hepatocytes.

These results reveal a novel 
molecular interaction between 
intrahepatic cholestasis of 
pregnancy-associated levels of 
epiallopregnanolone sulfate 
and the farnesoid X receptor 
that couples the endocrine 
component of pregnancy in 
intrahepatic cholestasis of 
pregnancy to abnormal bile 
acid homeostasis.
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Possible treatment target 
for obstetric cholestasis


