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Improving quality of life after treatment for rectal cancer
In rectal cancer, findings from large randomised trials 
have provided solid evidence that preoperative (chemo)
radiotherapy decreases local recurrence rates by 50%, 
compared with surgery alone.1 This decrease, however, 

comes at the cost of an increased incidence of anorectal 
and urogenital dysfunction, and, based on better 
imaging methods of today, many clinicians advocate a 
more selective policy of neodjuvant radiotherapy, with 

of prognostic factors such as autoantibodies. When 
there are no factors associated with a poor prognosis, 
more conventional DMARDs are suggested. In patients 
with poor prognoses, the addition of a biologic or oral 
JAK kinase inhibitor is recommended, with current 
practice being to give biologics. One key limitation with 
the intensive use of conventional DMARDs, including 
triple therapy, is that trials and observational studies 
show these combinations are often discontinued over 
6–12 months.3,12 To control active rheumatoid arthritis, 
some patients are bound to need injectable biologics or 
oral JAK inhibitors. 

Costs were not assessed in the ORAL Strategy trial. Yet 
they will have crucial roles in JAK inhibitor use. Biologics 
for severe, active rheumatoid arthritis fall within, or 
above, the upper limits of acceptable cost-effectiveness.13 
JAK inhibitors will only be used to any extent if their cost-
effectiveness is similar or better than biologics. When 
treatments have similar efficacy and risks, health-care 
funders expect the preferential use of the least expensive 
option. JAK inhibitors will only be used substantially if 
their cost is similar to biosimilars. 

The ORAL Strategy trial highlights three benefits from 
the combination of tofacitinib and methotrexate in 
active rheumatoid arthritis. First, this combination’s 
efficacy and toxicity are similar to injectable biologics 
such as adalimumab. Second, the onset of action of 
these drugs seems equally rapid. Third, most patients 
are able to remain on tofacitinib therapy for 12 months. 
These findings are extremely encouraging. They show 
the ongoing benefits of innovation in drug treatment. 
The trial also underlines the major flaw of all intensive 
treatment regimens in patients with active rheumatoid 
arthritis who did not respond to methotrexate. Only 
a few patients attain remission with any treatment 
strategy. Although effective rheumatoid arthritis 
treatments have expanded greatly in the past decade, 
its overall management still has substantial room for 
improvement.
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the goal of maintaining better quality of life. At the 
same time, there is a reverse strategy with the same 
goal of maintaining a better quality of life: start with 
radiotherapy and tailor subsequent surgery according to 
the response: total mesorectal excision after little or no 
response, local excision after a very good response, or 
even no surgery after a complete response.2 The rationale 
for these organ preservation strategies is that the major 
resections of the rectum are more responsible for any 
long-term functional problems and decreased quality 
of life than the radiotherapy. Two questions need to be 
addressed with such strategies: how much functional 
improvement occurs with these strategies compared 
with that from standard resection of the rectum; and 
how much, if any, is the associated oncological risk? 

Randomised trials have been largely absent in the 
reports on organ preservation, and therefore the GRECCAR 
2 study in The Lancet by Eric Rullier and colleagues3 is 
a very welcome endeavour to provide more high-level 
evidence. Patients with a T2T3 distal rectal carcinoma 
of a maximum of size 4 cm and a good clinical response 
to chemoradiation (residual tumour of a maximum of 
size 2 cm on MRI 6–8 weeks after chemoradiation) were 
randomly assigned to either local excision or standard 
total mesorectal excision surgery. At 2 years after surgery, 
one or more events from the composite primary outcome 
of death, recurrence, morbidity, and side-effects occurred 
in 41 (56%) of 73 patients in the local excision group 
and 33 (48%) of 69 in the total mesorectal excision 
group (odds ratio 1·33, 95% CI 0·62–2·86; p=0·43). Local 
excision was oncologically as safe as total mesorectal 
excision, but curiously, it was not better in terms of 
morbidity and long-term function. 

These unexpected findings might relate to the details 
of the trial design. It seems as if during the design of 
GRECCCAR-2, there was a discussion about the choice of 
the main outcome measure: should it be an oncological 
endpoint, with a non-inferiority design requiring a 
large number of patients, or should it be a functional 
endpoint, with a superiority design requiring fewer 
patients. Eventually, both oncological and functional 
outcomes were incorporated in a composite endpoint, 
with an inherent risk of having insufficient power to 
assess the individual components. 15% of patients who 
were assigned to total mesorectal excision apparently 
refused to have it when the restaging revealed a very 
good response, and chose organ preservation instead. 

This finding highlights the marked interest of patients 
in trying to avoid a stoma or a poor anorectal function. A 
second related observation from Rullier and colleagues’ 
study is that around one of every four patients refused 
completion surgery when there were histological high-
risk features after local excision. In other studies,4,5 the 
number of patients who refused this type of surgery was 
even higher—around 50%. Some patients have different 
perspectives on the balance of treatment risks and 
benefits than do health-care professionals. 

Although GRECCAR-2 was a negative trial (ie, 
superiority of local excision over total mesorectal 
excision was not shown), it provides some direct and 
indirect valuable information. For example, if there is 
a marked patient preference for organ preservation in 
a randomised study, alternative trial designs should be 
considered that accommodate this, such as patient’s 
preference, comprehensive cohort, randomised 
consent (Zelen) designs, cluster randomisation, or 
the cohort multiple randomised trial design.6 A long-
term functional outcome as a main endpoint in organ 
preservation trials simplifies the analysis and requires 
fewer patients. Evidence so far suggests there are few or 
no real oncological disadvantages of organ preservation. 
From a pragmatic point of view, it is therefore better 
to study oncological outcomes through large registries 
rather than underpowered randomised trials.7 
Completion total mesorectal excision surgery after a 
local excision had a poor functional outcome, and was 
less often indicated than thought at the time of the trial 
design. Additionally, local excision can be omitted in 
patients with a clear clinical complete response, leading 
to further improvement of the functional results. 

Maintaining a good quality of life is high on the 
priority list of patients, and should be high on 
physicians. It is our duty to find out how best to do so, 
and the information from Rullier and colleagues’ study 
will be highly useful for designing future studies.
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There can be little doubt about the importance of mood 
episodes in pregnancy and following childbirth.1 Mood 
episodes are common—post-partum depression is the 
most common medical complication of maternity, 
affecting around one in ten new mothers.2 They can 
also be severe—episodes of post-partum psychosis 
represent some of the most serious episodes of illness 
seen in psychiatry.3 Perinatal mood episodes cause 
substantial impairment to women and have a wide 
ranging impact on their babies, families, and society. 
The total long-term cost to society of perinatal 
depression, anxiety, and psychosis has been estimated 
to be £8·1 billion for each 1-year cohort of births in 
the UK.4

Despite the clear need, there are limited options for 
the management of these disorders. In addition to 
psychological approaches such as cognitive behavioural 
therapy, medications, particularly for more severe 
episodes of illness, are a mainstay of treatment.5 
Because, at least in part, pregnant and breastfeeding 
women are excluded from clinical trials, decisions about 

medication for perinatal mood episodes are difficult; 
they must be made by extrapolating the data available 
for their use at other times of women’s lives. It is 
clear, therefore, that developing new, evidence-based 
treatments is essential.

In The Lancet, Stephen Kanes and colleagues6 
report the results of a double-blind, randomised, 
placebo-controlled, phase 2 study of a new treatment 
for post-partum depression. The compound, 
brexanolone, is an intravenous formulation of 
allopregnanolone, a positive allosteric modulator 
of γ-aminobutyric acid (GABA) receptors. In this 
small study in 21 women with severe post-partum 
depression, infusion of brexanolone resulted in a 
rapid, sustained, statistically significant, and clinically 
meaningful response compared with placebo (at 
60 h, mean reduction in Hamilton Rating Scale 
for Depression [HAM-D] total score from baseline 
21·0 points [SE 2·9] in the brexanolone group vs 
8·8 points [SE 2·8] in the placebo group; difference 
–12·2, 95% CI –3·67 to –20·77; p=0·0075; effect 
size 1·2). There were significant differences between 
groups from 24 h; by 60 h, seven (70%) women 
in the brexanolone group had achieved remission 
compared with one (9%) woman in the placebo 
group (p=0·0364). These results, while based on 
a small sample, are very impressive; indeed, some 
readers might feel that they are too good to be true. 
For women with post-partum depression and the 
professionals who treat them, however, these findings 
are promising.

The investigators are to be applauded for targeting 
women with severe episodes of post-partum depression, 
and for showing that a clinical trial in women with this 
condition is feasible.

The current study, it must be noted, involved only 
ten women treated with brexanolone. The pressing 

Post-partum depression—a glimpse of light in the darkness?
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