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Without compromising surgical outcomes, neoadjuvant therapy
might be a better approach to improve the prognosis of patients

with advanced pancreatic cancer
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We would like to take this opportunity to respond to
some of the questions raised by Dr. Li Wang in the
subsequent comments of our paper “prognostic analysis of
pancreatic carcinoma with portal system invasion following
curative resection” (1). First of all, we strongly agree with
Dr. Li’s view of neoadjuvant therapy for borderline
resectable pancreatic cancer. In 2006, Varadhachary
et al. (2) of Anderson Cancer Center in the United States
put forward criteria of borderline resectable pancreatic
cancer for the first time, and defined the patients with
vascular invasion of pancreatic cancer suitable for surgical
treatment. Then, in 2009, the American Hepatobiliary and
Pancreatic Association issued a consensus among experts
on borderline resectable pancreatic cancer (3). Since then,
extended radical pancreatectomy combined with vascular
resection and reconstruction has played a leading role in
the treatment of borderline resectable pancreatic cancer.
Meanwhile, with the application of neoadjuvant therapy in
pancreatic cancer, especially the proposal of FOLFIRINOX
regimen, more and more retrospective studies have shown
that neoadjuvant therapy can improve the RO resection rate
of surgery (4,5), thus improving the long-term prognosis of
patients. Since 2014, NCCN guidelines have recommended
neoadjuvant therapy for patients with high risk factors (high
CA19-9 level, large primary tumor, enlarged lymph nodes,
significant weight loss and severe pain) in addition to direct
surgery for borderline resectable patients.

In 2016, Professor Matthew (6) published the results of
the III phase A021101 study of FOLFIRINOX regimen
for borderline resectable pancreatic cancer, laying the
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foundation for neoadjuvant therapy as a first-line treatment
for borderline resectable pancreatic cancer. Therefore, since
2016, the NCCN guidelines recommend that all patients
with borderline resectable pancreatic cancer receive priority
neoadjuvant therapy. However, the controversy about
neoadjuvant therapy and direct surgery has not stopped,
and the focus of the dispute mainly lies in the conversion
rate of neoadjuvant therapy, standardized course of
treatment and the best timing of operation (7). At present,
most of the literatures of high quality evidence are from
European and American countries, and the comparison
of prognosis is usually limited to the comparison between
the successful conversion of neoadjuvant therapy and the
patients undergoing direct surgery (8), without the overall
comparison between the two treatment groups. Therefore,
the real world outcome after neoadjuvant therapy in
Chinese people remains to be unclear.

In our published paper, our review period is from 2011
to 2018. Due to the change of treatment concept and the
screening of patients in the department, only 3 patients
received neoadjuvant therapy before operation were
enrolled. Therefore, it can not be listed separately for
statistical analysis. Meanwhile, because neoadjuvant therapy
in our hospital is not carried out in our department, patients’
compliance and other problems, it is impossible to estimate
the actual surgical conversion rate for Chinese people. In
the past two years, with the deepening of the concept of
neoadjuvant therapy, we have performed surgery on some
patients after neoadjuvant therapy. According to our few
preliminary experiences, the survival period of patients after
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neoadjuvant therapy can be extended. The patient who
received the earliest neoadjuvant therapy has survived for 38
months after surgery, but whether it is better than patients
undergoing direct surgery on the whole still needs further
data accumulation. As for the real-world surgical conversion
rate of neoadjuvant therapy, we need to further expand
cooperation with relevant departments to study.

In addition, it is really interesting whether neoadjuvant
therapy can reduce the incidence of pancreatic fistula
mentioned by the author. From our intraoperative
experience, after neoadjuvant therapy, the texture of the
pancreas was hard and the adhesion with the surrounding
tissue was so dense that we suspected whether the tumor
had progressed locally during the operation. But our
intraoperative freezing and postoperative pathology
showed that it was only a simple inflammatory reaction. We
believe that this change is related to the local inflammatory
response after tumor necrosis, this dense adhesion actually
increases the difficulty of perivascular nerve plexus and
lymph node dissection during the operation, and the right
timing of operation may better avoid this problem. As to
whether it will reduce the incidence of pancreatic fistula,
our data are not yet able to draw this conclusion, but from
the current internationally recognized risk assessment of
pancreatic fistula (9), neoadjuvant therapy should have
potential advantages in this respect. However, due to the
large number of variables affecting pancreatic fistula, a large
sample analysis is needed to draw the final conclusion.

From our limited experience at present, we agree with
the significance of neoadjuvant therapy in borderline
resectable pancreatic cancer, and we hope that future
research can go deep into how to screen patients with
effective neoadjuvant therapy before operation. Only in
this way can we achieve real individualized treatment for
patients and ultimately improve the overall prognosis of
patients with pancreatic carcinoma.
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