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Background: Benefit of CT beyond standard 1st-line (L1) gemcitabine plus cisplatin
(GEMCIS) or oxaliplatin (GEMOX) in aBTC is unclear. Our aim was to identify and
validate prognostic factors for L2OS in aBTC to guide patient selection for 2nd line (L2)
CT.

Methods: All consecutive patients with aBTC receiving L2 CT after GEMCIS/
GEMOX L1 between 2003-2016 in 28 French centers were included. The association
of clinico-biological data with L2OS was investigated in univariate and multivariate
Cox analyses. A simple score was derived from the multivariate model. The model
and score were validated in 3 external cohorts with similar inclusion criteria (Italy,
France, UK).

Results: The development cohort included 405 patients treated with L1 GEMOX
(91%) or GEMCIS. 55% were men; median age was 64 years. 27% had prior surgical
resection; 95% had metastatic disease. Performance status (PS) was 0/1/2 in 18%/52%/
30%. Of the 251 patients with available CA19.9 at the beginning of L2, 35% had a
CA19.9� 400 IU/L. Among 22 clinical parameters, 8 were associated with L2OS in uni-
variate analysis. In multivariate analysis, 4 were independent prognostic factors: PS,
reason for L1 stopping, prior surgery, peritoneal carcinomatosis (PC) (Table). Type of
L2 CT regimen was not associated with L2OS. The clinical model had a C-index of
0.659, a good calibration and was validated in the 3 external cohorts (Table). Analysis
of patients with complete data for the 4 clinical factors and CA19.9 (multiple imputa-
tions for missing data) showed that CA19.9 was independently associated with L2OS. A
score was derived from this model.

Table: 765P Multivariate Cox Model for L2OS (HR, P-value)
AGEO (N¼ 405) ITALY (N¼ 288) France (N¼ 70) UK (N¼ 24)

Prior surgery

Yes No 1 1.3 0.031 1 1.4 0.013 1 1.8 0.16 1 4.8 0.045

Reason for

L1 stopping

Toxicity/

Other

Progression

1 1.5 <0.001 1 1.8 <0.001 1 3.0 0.0063 1 31.9 <0.001

PS

0 1 2 1 1.5

3.0

<0.001 1 1.2

2.1

0.001 1 2.0

6.7

<0.001 1 7.4

20.4

0.011

PC

No Yes 1 1.3 0.018 1 1.4 0.019 1 1.0 1.0 1 15.3 0.001

Conclusions: We validated L2OS prognostic factors previously reported and identified
PC as a new pejorative one in 800þ patients. Our model and score will be useful for
guiding therapeutic decisions and stratifying randomization in future clinical trials.
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Background: GemCis is the standard first-line chemotherapy for patients with
advanced BTC. In ABC-02 study, the BTC patients received up to 6-8 cycles of three-
weekly GemCis. Currently, treatment strategy and prognostic factors of patients with-
out progression to first-line GemCis is not well defined.

Methods: Advanced BTC patients treated with GemCis between April 2010 and February
2016 at Asan Medical Center, Seoul, Korea, were retrospectively analyzed. The patients
without progression after 6-8 cycles were included in the study. Univariate and multivariate
analyses were performed to identify prognostic factors for overall survival (OS).

Results: Among the 740 BTC patients in the initial screen, 231 cases (31.2%) were eligi-
ble for analysis. Median follow-up period was 23.8 months [IQR 5.1-86.3 months], the
median OS from the initiation of treatment was 22.3 months [95% CI 19.0-25.7], and
the median PFS was 12.5 months [95% CI 11.1-13.9]. Median age was 60 year-old (29-
77) and 211 patients (91.3%) had ECOG performance status of 0 or 1 at the time of
diagnosis. Objective response was achieved in 49 patients (21.2%). OS was significantly
associated with number of metastatic site (>2 vs< 2: Hazard ratio [HR]¼1.5, 95% CI
1.0-2.3, p¼ 0.04), best response to GemCis (stable disease vs partial response:
HR¼ 1.9, 95% CI 1.3-2.7, p¼ 0.006). Maintenance therapy after durable disease con-
trol after at least 6 cycles of GemCis was not associated with OS (p¼ 0.47).

Conclusions: In patients who showed durable disease control to first-line GemCis,
number of metastatic sites and objective response were significant poor prognostic fac-
tors. These results might help to design future clinical trials for this patient population.
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Background: Gemcitabine plus cisplatin (GC) is acknowledged as standard chemo-
therapy for advanced biliary tract cancer (BTC). Few studies have been conducted to
identify the prognostic factors in patients receiving this therapy. The purpose of this
study was to identify and validate predictive factors of outcome in patients with
advanced BTC receiving GC therapy.

Methods: The data of 307 patients with advanced BTC who received GC as the first-
line chemotherapy at our institution from January 2007 to June 2017 were reviewed ret-
rospectively. All patients were randomly assigned to the investigation and validation
datasets at the ratio of 2:1. Multivariate analysis was conducted to identify the prognos-
tic factors in the investigation dataset (n¼ 205) and the patients were classified, accord-
ing to the prognostic factors, into three risk groups, that is, groups with a good,
intermediate and poor prognosis. This classification was then applied to the validation
dataset (n¼ 102).

Results: The median overall survival (OS) and 1-year survival rate in the investigation
dataset were 13.0 months (95% confidence interval, 11.0-13.9) and 54.7% respectively.
Multivariate analysis identified the performance status, pretreatment serum lactate
dehydrogenase level and pretreatment neutrophil-to-lymphocyte ratio as independent
predictive factors of the OS. The patients were classified into three groups according to
the identified prognostic factors, and the outcomes were found to differ significantly
among the three groups (p< 0.01). When this classification was applied to the valida-
tion dataset, the OS was found to differ significantly among the three risk groups
(p< 0.05).

Conclusions: This study identified three predictive factors of outcome, which allowed
patients of advanced BTC receiving GC therapy to be classified into three risk groups.
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Background: Some clinical factors are known to be associated with the survival of
patients with advanced biliary tract cancer (BTC). A comprehensive model based on
these variables is necessary for prediction of an individual’s survival and appropriate
patient counseling.

Methods: A nomogram for predicting 1-year survival in patients with advanced BTC in
the palliative chemotherapy setting was developed using clinical data from 222 patients
with advanced or recurrent BTC who had received first-line systemic chemotherapy
from 2006 to 2017 at The University of Tokyo Hospital (Baseline Nomogram). For 214
patients whose initial response to chemotherapy is known, another nomogram
(ChemoResponse-based Nomogram) was constructed using the response to chemo-
therapy as additional variable. Nomogram performance in terms of discrimination and
calibration ability was evaluated using the C statistic.

Results: Two different nomograms were developed and subjected to internal valida-
tion. The baseline nomogram incorporated 8 baseline clinical variables (age, sex, per-
formance status, tumor location, disease status, CEA, CA19-9, and modified Glasgow
prognostic score), whereas the chemoresponse-based nomogram was composed of 9
variables including initial response to chemotherapy evaluated by RECIST ver1.1.
Internal validation revealed good performance of the two nomograms in discrimina-
tion: C statistics of 0.685 for the baseline and 0.734 for the chemoresponse-based
nomogram, which showed better discrimination performance than the baseline
nomogram.

Conclusions: This study suggests that individual 1-year survival probability of patients
receiving first-line systemic chemotherapy for advanced or recurrent BTC can be reli-
ably predicted by a nomogram-based method incorporating clinical variables and ini-
tial response to chemotherapy.
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Background: Early trials have reported a beneficial effect from tamoxifen treatment in
patients with unresectable pancreatic cancer, in particular in women. However, the
presence and prognostic significance of female hormone receptors in pancreatic or
other periampullary cancers has not yet been described.

Methods: Immunohistochemical screening of normal and malignant pancreatic tissue
revealed that the predominantly expressed female hormone receptor was the progester-
one receptor (PgR), in particular in the cancer-associated stroma. The impact of PgR
expression on overall survival (OS) was further examined on tissue microarrays with
primary tumours from a consecutive retrospective cohort of 175 patients with resected
periampullary adenocarcinoma.

Results: Median follow-up time was 29.7 (range 1.9–185.1) months. Stromal PgR posi-
tivity (PgRþ), allover denoted in 31% of the cases, was significantly higher in pancrea-
tobiliary-type than in intestinal-type tumours (38.7% vs 19.0%, p¼ 0.008), with an
equal distribution between sexes. Stromal PgRþwas significantly associated with a pro-
longed OS in KRAS-mutated tumours, whereas the opposite was seen in KRAS wild-
type tumours (p for interaction¼0.015). This association was particularly evident in
women, with a median OS of 60.5 months for PgRþ/KRAS mutated tumours and 9.9
months for PgRþ/KRAS wild-type tumours (p for interaction<0.001). PgR expression
was not prognostic in male patients.

Conclusions: The finding of stromal PgR expression, and its link to clinical outcome in
a considerable proportion of pancreatic and other periampullary cancers is novel. The
concept of tamoxifen treatment for patients with unresectable disease, in particular eld-
erly women, should be pursued, and PgR and KRAS may be relevant biomarkers for
improved patient stratification.
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