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that leads to increased vulnerability to stressors 
and adverse outcomes.6 Frailty stratification could 
identify patients at higher risk of complications 
or unsuit able for particular treatments. We need 
to stratify patients as fit, vulnerable, or frail.7 The 
transition from fitness to frailty is a continuum. 
Collab oration between the cancer specialist and 
the geriatrician, and interpretation of the geriatric 
assessment, are recommended. Second, more 
prospective clinical trials are needed to investigate 
the effects of comorbidity on tolerance, adherence, 
competing risks of mortality, and outcomes of 
adjuvant treatment. Third, appropriate financial 
and social support must be provided for treating 
older patients with cancer; social and financial 
barriers to treatment access need to be overcome. 
Fourth, a shared decisionmaking approach in cancer 
treatment should be mandatory: assessing patients’ 
needs, values, cognitive dispositions, and medical 
information at the intersection of psychological 
and biological components8 is essential to empower 
patients in all cases, but in an older population, 
this approach is arguably even more important to 
ensure that older patients do not feel disenfranchised 
from the decisionmaking process and have greater 
autonomy over their medical care.9 Shared decision
making empowers patients and improves their 
quality of life, since it is fundamental for patients and 
clinicians to discuss and identify which outcome is best 
for each patient.10 Moreover, despite some diminished 
cognitive functions, older patients can still be actively 
involved in their care; access to information, the 
presence of relational support, and an awareness 

of and participation in the treatment process are 
important to many patients. These efforts can result in 
better outcomes, such as adherence to treatment, and 
might also contribute to improved overall survival.
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In The Lancet Oncology, Thierry André and colleagues1 
present data on 5year diseasefree survival and 
overall survival from the International Duration 
Evaluation of Adjuvant therapy (IDEA) collaboration 
on 3 months versus 6 months duration of adjuvant 
chemotherapy in patients with stage III colon cancer. 
The authors should be complimented on their efforts, 
and the results confirm the expectations from the 

earlier published data on 3year diseasefree survival.2 
However, the new data are important because overall 
survival is generally considered to be the most 
clinically relevant endpoint for adjuvant trials and 
therefore these results support the value of 3 months 
of adjuvant chemotherapy. Although the results on 
overall survival in the total study population did not 
meet the stringent noninferiority endpoints by a 
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very small margin, there was an absolute difference of 
only 0∙4% in 5year overall survival between the two 
treatment durations. 

Due to an unexpected interaction effect of the 
chemotherapy regimen (capecitabine and oxaliplatin 
[CAPOX] or fluorouracil, leucovorin, and oxaliplatin 
[FOLFOX]) with outcome, the analyses were also done 
per regimen and per subgroup (lowrisk vs highrisk 
patients with stage III cancer according to tumour 
and nodal stage), as prespecified per protocol. For 
patients treated with CAPOX, the results for 3 months 
of therapy for diseasefree and overall survival fell 
within the prespecified margins of noninferiority, 
but again marginally missed statistical significance. 
Further analysis within the group of CAPOXtreated 
patients of lowrisk versus highrisk patients with 
stage III cancer showed that these margins were only 
met for the lowrisk group and not for the highrisk 
group. However, because in the highrisk group the 
difference in overall survival was only 1% in favour of 
6 months of therapy, the results should not, in our 
opinion, affect the acceptance of 3 months of adjuvant 
chemotherapy with CAPOX as the new standard of care 
for both lowrisk and highrisk patients with stage III 
colon cancer. However, the authors’ conclusion that 
“the survival results support the use of 3 months 
of adjuvant CAPOX as the standard of adjuvant 
treatment for most patients with stage III colon 
cancer who are suitable for treatment with CAPOX” 
can be questioned, with “most” not being specified. 
We also challenge the European Society of Medical 
Oncology recommendation that 6 months of CAPOX 
chemotherapy should remain the standard in the 
highrisk subgroup,4 because the observed clinical 
outcome does not appear to justify the substantial 
risk of increased toxicity with the longer duration of 
treatment, especially peripheral sensory neurotoxicity. 
The results for FOLFOX are somewhat different, with a 
favourable outcome for 6 months’ duration for 5year 
diseasefree survival and overall survival in the lowrisk 
and highrisk subgroups. Although the overall survival 
results in the lowrisk subgroup were not clinically 
significant with an absolute difference of 0∙3%, the 
difference of 2∙8% in favour of 6 months of treatment 
in the highrisk subgroup might be of some concern. 
On the basis of this outcome, the authors recommend 
that continuation of therapy up to 6 months should 

be discussed with highrisk patients with stage III 
cancer treated with FOLFOX. However, one might 
question why highrisk patients should be treated 
with FOLFOX at all, when a continuation up to 
6 months is associated with a substantial increase of 
(sometimes irreversible) toxicity and increased costs 
of health care. 

The IDEA results also clearly showed that a 
substantial number of patients relapsed and died of 
disease within 5 years despite adjuvant chemotherapy, 
which amounts to approximately 25% of patients 
in the highrisk subgroup. On the other hand, many 
(not identifiable) patients exist who will be cured 
by surgery alone, and therefore are unnecessarily 
exposed to adjuvant chemotherapy. The results from 
the IDEA collaboration are of great value especially 
for this group because in these patients the risk of 
unnecessary toxicity is greatly reduced. With most 
patients therefore not deriving a survival benefit from 
adjuvant treatment, identification of patients upfront 
who will or will not benefit from adjuvant treatment 
is a challenge. In this respect, the results of innovative 
prognostic tools such as circulating tumour DNA 
are promising,3 and offer the opportunity to expose 
patients with poor prognosis to novel or more intense 
regimens such as fluorouracil, leucovorin, oxaliplatin, 
and irinotecan (FOLFOXIRI). The IDEA collaborators 
should also be encouraged to investigate in their 
impressive dataset of 12 835 patients with stage 
III colon cancer the prognostic value of molecular 
subtypes such as RAS, BRAF mutation status, mismatch 
repair status, consensus or intrinsic molecular sub
types,5 tumour deposits,6 and immunoscore.7 Data 
from IDEA have already been used to create a tool for 
shared decision making.8

Lastly, IDEA shows the feasibility of a worldwide 
collaboration that provides the many patients required 
to answer clinically relevant questions such as the 
optimal duration of adjuvant chemotherapy, which 
should encourage investigators all over the world to 
initiate similar collaborations. In conclusion, with the 
statistical design of the IDEA study being what it is, 
considering 3 months of adjuvant chemotherapy as the 
new standard of care for patients with stage III colon 
cancer, with either FOLFOX or CAPOX for patients with 
lowrisk disease and CAPOX for patients with highrisk 
disease, seems appropriate. 
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BELLINI: a renaissance for an era of precision therapy in 
multiple myeloma

BCL2 was first discovered in the context of the t(14;18) 
translocation in follicular lymphoma, and many years 
of research have ensued to understand the role of this 
family of proapoptotic and antiapoptotic proteins in 
the survival of malignant cells.1 Mimics of the small 
molecule BH3 (BID) were designed to competitively 
bind to antiapoptotic proteins and liberate the pro
apoptotic proteins to trigger apoptosis, especially 
in cells that are primed for death. Decades of drug 
discovery have led to the development and regulatory 
approval of the first of these drugs, venetoclax, a 
selective BCL2 inhibitor.2

In The Lancet Oncology, Shaji K Kumar and colleagues3 
present the results of the phase 3 BELLINI trial evalu
ating the efficacy and safety of venetoclax, given in 
combination with bortezomib and dexamethasone, in 
patients with relapsed or refractory multiple myeloma. 
Median progressionfree survival and depth of 
response were significantly improved in the venetoclax 
group compared with patients who received placebo 
with bortezomib and dexamethasone. However, 
although median overall survival was not reached 
in either group, more patients in the venetoclax 
group than in the placebo group died, leading to 
a conundrum of whether this combination was 
genuinely beneficial. This uncertainty resulted in an 
US Food and Drug Administration halt of trials related 
to venetoclax in March, 2019, until further analysis 

could be done. What came after was a renaissance—
appropriate for a study name associated with the 
Italian Renaissance painter, Giovanni Bellini. In a 
prespecified subgroup analysis, the authors showed 
that patients with translocation t(11;14) or high 
BCL2 gene expression had improved responses and 
progressionfree survival without increased mortality 
on venetoclax. Because of this updated analysis, this 
study is now leading the way for precision medicine in 
myeloma. We are observing history in the making, and 
this is a landmark change in the treatment landscape 
of myeloma.

For many years, we have known that multiple 
myeloma is characterised by specific genomic alter
ations that are prognostically relevant and crucial 
in identifying individuals at high risk with the 
worst outcomes.4 However, despite advances in 
the molecular characterisation of patients over the 
past 15 years, changes to therapeutic interventions 
were not devel oped on the basis of those genomic 
alterations, but rather on clinical aspects, such as age, 
comorbidities, or transplant candidacy. The rationale 
was that all therapies were specific to the plasma cell 
machinery, not the underlying genomic alterations, 
and that specific mutations and rearrangements were 
still not targetable.

The BELLINI study started with the same rationale, 
under the premise that all relapsed myeloma is the 
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