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I’ve read with great interest the paper of Choi et al. (1) 
which may be of great interest among the oncological and 
surgical community.

It is well known that pancreatic adenocarcinoma (PA) 
is still considered a malignancy with an extremely poor 
prognosis (2). Only 15–20% of patients at the initial 
diagnosis are suitable for pancreatectomy as the most 
present with metastases or are locally advanced (3).

The neoadjuvant benefit for resectable patients remains a 
highly controversial issue and only in the last years, with the 
development of new drugs and strategies, few studies address 
it with some slight improved overall survival (OS) (4-6).

On the other hand, neoadjuvant treatment for locally 
advanced PA, which is the topic of this paper, is currently 
the standard of care.

Talking about localized and resectable PA may rise some 
confusion as several PA staging exist (2,7). However, all 
these staging systems considers some common points as 
follow.

Localized PA can be classified into the three following 
categories based on vascular involvement by the tumor 
assessed on cross-sectional imaging: potentially resectable 
(PR: absence of vascular involvement), borderline resectable 
(BR: minor/moderate vascular involvement), and locally 
advanced (LA: unreconstructable venous occlusion or 
significant arterial involvement). 

However, the study we are commenting on and which 
authors are aware, included in their analysis both BR 
and LA tumors, which may lead to some confusion when 

results are discussed. It would have been very interesting 
to have the results of the two groups of PA in order to 
better understand the analysis of this study. If it is clear 
that for LA PA the neoadjuvant treatment is paramount. 
On the other hand, for BR PA the benefits are still under 
investigation and in my opinion, still most of the centers 
did not give preoperative chemotherapy. In my previous 
study (5), comparing neoadjuvancy vs. upfront surgery in 
PA, OS and disease-free survival were higher in the BR 
PA group of patients receiving preoperative treatment. 
Furthermore, almost 40% of patients did not underwent to 
adjuvant treatment because of postoperative complications. 
In this latest group, only those who received preoperative 
treatment, by controlling underlying disease, had the 
chance of higher OS and disease-free survival.

For patients affected by LA PA, chemotherapy was 
considered almost palliative with a minimum chance 
of being resectable. However, more recently, a better 
understanding of the molecular biology of PA has allowed 
the development of novel chemotherapeutic agents and 
combinations such as FOLFIRINOX and gemcitabine/nab-
paclitaxel based treatment with or without combination with 
concomitant radiotherapy (5,6). These new protocols are 
showing an improved radiological response with increased 
OS in metastasic PA and increased resection rate in LA PA 
compared with the past (5,6,8-10). For this reason, with the 
aim of predicting the response of neoadjuvant treatment for 
LA PA, the topic of this paper is of great interest. 

In the last years, it has been showed as RECIST criteria 
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is unable to predict alone the chemotherapy response, and 
alternative response criteria have been proposed in PA 
like CA 19.9 decrease, standardized uptake value (SUV) 
uptake decrease at FDG-PET scan (11-13). However, up to 
know, none study has ever analyzed the predictive accuracy 
combination of these values, such as in the herein paper by 
Choi et al. (1).

Including 426 patients affected by LA PA, one of the 
strengths of this study is the high population number. 
All previous studies include less than 50 patients with LA 
PA cases being mostly multicentric, therefore, with some 
missing data and biases. 

Prognostic value of SUV uptake has been already studied, 
and its accuracy is still under investigation. Some studies 
proved the prognostic value in some malignancies such 
as in PA (12,14). However, the SUV decline rate, which 
measure the decrease of the SUV value after completing the 
neoadjuvancy, has not been well investigated yet.

The present study, shows its value on predicting response 
only when initial SUV is minor of 3.5. However, in my 
opinion, the time when FDG-PET scan is performed 
after finishing the treatment is paramount for prognostic 
purpose. It is not the same if the scan is performed in 
an early period of time (1–2 months after the end of the 
treatment) or later. I would expect that neoadjuvant effect 
after completing treatment may follow a curve type fashion 
being higher in a specific period time which is pending 
to be assessed yet. Recently, in rectal cancer, it has been 
showing that resection performed 4–6 months from the end 
of neoadjuvant treatment is associated with higher disease-
free survival (15). Therefore, in my opinion, the higher 
effect of neoadjuvancy in LA PA as well as in most of the 
malignancies, might be detected better after 1 month from 
the treatment. 

The study of Choi et al. (1), did not define this period in 
their analysis (being performed within 12 months), that on 
the contrary would have given valuable information about 
when the effect of neoadjuvant treatment is higher and 
therefore when it is better measure the SUV value. 

The role of radiation therapy in the management of LA 
PA remains controversial and results are divergent. The 
last available trial (LAP07) reported that, among patients 
with LA PA with disease controlled after 4 months of 
gemcitabine-based induction chemotherapy, there was 
no significant difference in OS with chemoradiotherapy 
compared with chemotherapy alone (16). Radiotherapy in 
PA have been well studied in previous series where more 
disadvantages than benefit have been reported due to its 

toxicity. However, in the last years, the 3- to 5-fraction low-
dose stereotactic radiation (SBRT) adapted to respiratory 
motion, have likewise had a minimal impact on toxicity, 
showing an improved response on cancer. Maybe, also the 
fractions as well as doses might predict survival in LA PA.

Currently, radiation therapy delivered in PA has a 
median dose of 54 Gy, which is consistent with the median  
53.2 Gy detected in the present paper (1). However, a dose 
>61 Gy have also been found by the authors to be related 
with increased OS. On the basis that a higher radiation 
dose is deserved to larger and more advanced tumors, I 
would have expected that higher doses are related to worst 
outcomes. According to their experience, the authors should 
discuss in which cases of LA PA the radiation doses is 
increased from the standard level. Furthermore, the number 
of fractioning is also important. More fractions may allow 
higher doses to be given. This point should be analyzed in 
future researches.

The total number of chemotherapy cycles have been 
investigated too, and few data are available in the literature 
concerning its relation with OS (17). However, the number 
of chemotherapy cycles have not been investigated in this 
study and this number, as well, can be included in the 
nanogram for predicting survival.

In conclusion, this is a valuable paper that may permit to 
better stratify the prognosis of patients affected by initially 
unresectable PA. However, further studies are required to 
back up this result.
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