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The last 3 years have seen a paradigm shift in the regulatory 
approval of cancer treatments. With the approval of the first 
three agents, pembrolizumab and larotrectinib/entrectinib, 
for the treatment of solid tumors based on the presence of 
specific biomarkers rather than on tumor site, the precedent 
of tumor-agnostic precision oncology has been established. 
However, these approvals pose several clinical questions 
regarding the optimal use of tumor-agnostic agents. Uncer-
tainties include the appropriate patient selection, timing, and 
methodology of microsatellite instability (MSI)/deficient 
mismatch repair (dMMR)/neurotrophic tyrosine receptor 
kinase (NTRK) testing, and also the sequence of adminis-
tration of these agents in the treatment context of patients 
with MSI/dMMR or NTRK fusion-positive solid tumors. In 
consideration of the knowledge that the prevalence of MSI/
dMMR is low in most common solid tumors and the preva-
lence of NTRK fusions is extremely low, it is critical that 
clinicians understand whether all cancer patients should be 
tested, and if so, when, and using which test(s).

The recently published special article ‘JSCO/ESMO/
ASCO/JSMO/TOS: International expert consensus recom-
mendations for tumor-agnostic treatments in patients with 
solid tumors with microsatellite instability or NTRK fusions’ 
[1], provided us with the opportunity, as the President of the 
Japan Society of Clinical Oncology (JSCO) at that time, to 
be able to supply answers to these key questions. This was 
the first worldwide consensus article focusing on tumor-
agnostic treatments in patients with solid tumors, and the 
content was developed based on a meeting of international 
experts organized by the JSCO in cooperation with the Euro-
pean Society for Medical Oncology (ESMO). In addition 

to JSCO and ESMO, experts from the Japanese Society of 
Medical Oncology (JSMO), the American Society of Clini-
cal Oncology (ASCO), and the Taiwan Oncology Society 
(TOS) were assembled [1]. The purpose of the meeting was 
to develop international consensus recommendations on 
the use of tumor-agnostic treatments in patients with solid 
tumors and to generate a reference document for clinical 
practice, for pharmaceutical companies in the design of 
clinical trials, for ethics committees in the approval of clini-
cal trial protocols, and for regulatory authorities in relation 
to drug approvals, with a particular emphasis on diagnostic 
testing and patient selection. To support our recommenda-
tions, we also investigated the prevalence of MSI and NTRK 
fusions in common adult and pediatric solid tumors [1]. 
Using data from the Foundation Medicine database (FMI, 
Cambridge, MA, USA), 217,086 DNA samples (the largest 
number worldwide) obtained from a range of different solid 
tumor types were profiled. Additional genomic profiling of 
tumors to identify other potentially targetable alterations 
(such as BRCAness, homologous recombination deficiency 
[HRD], and tumor mutational burden [TMB]-high) and gene 
alterations (e.g., ALK, FGFR, HER2, HER3, KRAS, RET, 
ROS1) which could be used in future tumor-agnostic treat-
ment approaches, is ongoing.

However, there are some conflicting data which add 
additional complexity to treatment decisions. For exam-
ple, an outstanding response from BRAF inhibitor mono-
therapy in BRAF-mutant malignant melanoma has been 
reported [2], while, conversely, a poor response was seen in 
BRAF-mutant metastatic colorectal cancer [3]. Suboptimal 
response to BRAF inhibitor monotherapy has been linked 
to incomplete inhibition of mitogen-activated protein kinase 
(MAPK) signaling in colorectal cancer cell lines. BRAF 
inhibition results in rapid feedback activation of epidermal 
growth factor receptor (EGFR)-mediated MAPK signaling 
in in vitro studies of BRAF V600E–mutant colorectal cancer 
cells, permitting sustained MAPK activation and continued 
cell proliferation [4]. Combinations of BRAF and EGFR 
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inhibitors resulted in synergistic inhibition of tumor growth 
in BRAF V600E-mutant colorectal cancer xenograft models 
[4]; in the subsequent clinical study (BEACON), adequate 
activity of EGFR-targeted monoclonal antibodies combined 
with BRAF inhibition was established [5]. Thus, we have 
arrived at an era of focusing on the molecular biology of 
a tumor, and our approach to future drug development, 
whether tumor site-specific versus tumor-agnostic, must be 
altered accordingly.

Finally, as the past President of the JSCO, I want to 
express my sincere thanks to all the experts and the soci-
eties who participated in the generation of the consensus 
document, as well as to the FMI. The JSCO, a leading Japa-
nese professional organization founded in 1963, has long 
been committed to advancing the specialty of clinical oncol-
ogy and promoting a multidisciplinary approach in cancer 
treatment and care. More than 17,000 oncology practition-
ers currently belong to the JSCO. The number of members 
is continuing to increase and the JSCO is now the largest 
clinical oncology organization in Japan. The specialties of 
JSCO members encompass more than 20 diverse fields, and 
include surgeons, medical oncologists, urologists, gynecolo-
gists, radiologists and others. Thus, whilst praiseworthy, the 
JSCO acknowledges that this project is only the first step in 
creating a global consensus on cancer management, and we 
must continue to strive, as a society, to prioritize internation-
alization with other major societies and disciplines.
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