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Authors’ reply
Alain Dervaux raises concerns about 
the generalisability of our findings 
in patients with schizophrenia who 
also have comorbid substance abuse 
disorder. Indeed, in our analysis we 
excluded studies in which patients 
had specific characteristics, such as 
first episode patients, patients with 
predominantly negative symptoms, 
treatment-resistant patients, and 
patients with comorbid substance 
abuse disorder (as stated in our 
protocol registered at PROSPERO, 
CRD42014014919). The basis of this 
decision was to preserve transitivity. 
Transitivity is the key assumption 
underlying the performance of every 
network meta-analysis and suggests 
that all pairwise comparisons in the 
network do not differ with respect to 
the distribution of effect modifiers.1 

In other words, all included studies in 
the network should be comparable 
in terms of study design and patient 
characteristics that could modify the 
treatment effect (eg, baseline severity, 
mean age, and comorbid disorders). 
Thus, including studies restricted 
to specific patient subgroups could 
violate this assumption. However, 
we emphasise that we only excluded 
studies that had substance abuse as an 
inclusion criterion (ie, all patients with 
substance abuse). In our recollection, 
many of the included studies allowed 
substance abuse, and only excluded 
substance dependence. Furthermore, 
there are several large effectiveness 
studies, in particular the Clinical 
Antipsychotic Trials of Intervention 
Effectiveness study2 and the European 
First-Episode Schizophrenia Trial,3 
which explicitly allowed the inclusion 
of patients with substance dependence. 
The efficacy findings were similar to 
those reported by meta-analyses.4

Patients with schizophrenia and 
substance dependence are often 
excluded from randomised controlled 
trials because they are expected to 
have poorer adherence than patients 
without substance dependence.5 Few 
studies have examined the efficacy 

of antipsychotics exclusively in such 
patients. In a meta-analysis examining 
antipsychotic efficacy in patients 
with schizophrenia with comorbid 
substance abuse,6 only 19 studies were 
found, whereas in our meta-analysis 
402 studies were included.7 Given the 
frequency of the problem of substance 
abuse in schizophrenia, this is clearly an 
under-researched area. Nevertheless, 
it is possible that similar patterns exist 
between specific subgroups of patients 
with schizophrenia8,9 and those found 
in general patients, implying that 
antipsychotic efficacy might follow 
similar hierarchies, but this hypothesis 
has yet to be investigated.
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Cancer and 
cardiovascular disease
Helen Strongman and colleagues1 
concluded that “survivors of most site-
specific cancers had increased medium-
term to long-term risk for one or more 
cardiovascular diseases compared with 
that for the general population.” The 
accompanying Comment2 argued that 
there should be further research into 
whether cancer should be included in 
cardiovascular risk prediction tools and 
refers to cardiovascular models such as 
Framingham3 and the Pooled Cohort 
Equations.4

Cardiovascular death is an impor-
tant component of cardiovascular dis-
ease burden. Using primary care data 
from the Clinical Practice Research 
Datalink (CPRD) linked with cancer 
registrations from the National Cancer 
Registration and Analysis Service and 
death registrations from the Office for 
National Statistics (ONS) database, 
we analysed 167 360 patients (aged 
30–85 years) who had cancer between 
1998 and 2015, and matched them 
with 762 172 individuals without cancer 
from the general population. The causes 
of death (over 10 years) attributed 
to malignancy far outweighed other 
causes of death (table). In the general 
population, cardiovascular deaths 
accounted for 50·2% in men and 
44·0% in women, compared with 
only 9·7% and 7·7%, respectively, in 
the cancer cohort. With the aim of 
identifying and intervening in high-risk 
individuals, the addition of cancer to a 
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with breast cancer, as these would 
be expected to increase the risk of 
cardiomyopathy.2 We hope that current 
and additional resources will permit 
linking the current database to other 
repositories so that these questions can 
be addressed.

Finally, longer follow-up could yield 
increased evidence of clinical disease, 
which is probably still preclinical at a 
median of 5·7 years. Only with screening 
of appropriately selected patient groups 
and through detection of preclinical 
cardiovascular disease can early 
interventions be initiated to benefit 
those survivors at risk of developing 
clinical cardiovascular disease.
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cardiovascular disease risk prediction 
tool will undoubtedly identify extra at-
risk patients, but the absolute gain for 
preventing cardiovascular death will be 
modest. Considering all patients with 
cancer, the primary pursuit remains the 
avoidance of death attributed to their 
malignancy.
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Men with cancer 
(n=85 899)

Women with 
cancer (n=81 461)

Men without 
cancer* (n=364 292)

Women without 
cancer* (n=397 880)

Malignancy 45 004 (79·6%) 37 177 (82·2%) ·· ··

Cardiovascular† 5486 (9·7%) 3479 (7·7%) 51 046 (50·2%) 39 723 (44·0%)

Other 6079 (10·7%) 4569 (10·1%) 50 726 (49·8%) 50 558 (56·0%)

Total deaths 56 569 45 225 101 772 90 281

Data are n (%) or n. *International Classification of Diseases codes I00–I99. †Causes of death were from Office 
for National Statistics mortality statistics. There was some misclassification between cancer incidence (derived 
from National Cancer Registration and Analysis Service) and cancer death. We excluded individuals with a cancer 
death classification. 

Table: Causes of death in adults with cancer aged 30–85 years vs matched non-cancer population 
between 1998 and 2015

Helen Strongman and colleagues1 
provide valuable information on 
cardiovascular consequences that 
affect adults surviving a wide range of 
common cancers. We are concerned 
that some important signals might be 
obscured by inadequate data on known 
risk factors for cardiovascular disease.

For breast cancer and intrathoracic 
cancer survivors, radiation therapy 
is a known long-term risk factor for 
cardiovascular disease, particularly 
when the heart is within the radiation 
field.2 Considering the laterality of the 
cancer and whether or not radiotherapy 
was used could permit detection 
of differences in the prevalence of 
cardiovascular disease associated with 
radiotherapy. Additionally, at this 
medium interval timepoint, it would 
be valuable to specifically examine 
the effect of anthracycline and HER2 
therapy exposure and dose in patients 
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We thank Nasra Alam and colleagues 
and Jonathan Knisely and colleagues 
for their comments about our cohort 
study.1

Nasra Alam and colleagues make 
considered points suggesting that the 
benefits of accounting for cancer in 
cardiovascular risk prediction could be 
small. The dominance of malignancy 
among causes of death over 10 years 
in the their data is indeed striking, 
although we note that over 60% of the 
cancer cohort and 25% of non-cancer 
controls in the table appear to have died 
within 10 years, suggesting that the 
study population might be an unusually 
high-risk group. It is also likely that the 
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