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Introduction: TAS-120, an oral and highly selective, irreversible FGFR1-4 tyrosine kin-
ase inhibitor, has demonstrated inhibition of cancer cell growth in human xenografts
of tumors bearing FGFR aberrations. TAS-120 inhibited mutant and wild-type FGFR2
with similar IC50 (wild-type FGFR2, 0.9 nM; V5651, 1-3 nM; N550H, 3.6 nM; E566G,
2.4 nM) and has shown efficacy in cell lines with acquired resistance to FGFR inhibitors.
In this Phase I study in patients with advanced solid tumors, TAS-120 was evaluated at
8-24 mg once daily (QD). 20 mg QD was determined as the maximum tolerated dose/
recommended Phase II dose, while 24 mg QD had dose-limiting toxicity. Here we
report results from cholangiocarcinoma (CCA) patients enrolled in this Phase I study.

Methods: Adult patients (�18 years) with CCA who were treated at 16, 20, and 24 mg
QD continuously during the Phase I dose-escalation and expansion phases were
included. FGF/FGFR status was evaluated by local institutions or at a commercial labo-
ratory. Patients were treated with TAS-120 until disease progression or unacceptable
toxicity. Safety was assessed using CTCAE version 4.03. Tumor response was evaluated
by local radiologists using RECIST version 1.1.

Results: Forty-five patients with CCA (intra-hepatic n¼ 41) harboring FGF/FGFR
aberrations were treated at 16 mg (n¼ 24), 20 mg (n¼ 14), and 24 mg (n¼ 7) QD.
Median age was 53 years (range 29-73), 76% were female, 58% had an Eastern
Cooperative Oncology Group performance status (ECOG PS) of 1, and 42% had an
ECOG PS of 0. Twenty-eight patients (62%) had FGFR2 gene fusions and 17 (38%)
had other FGF/FGFR aberrations, e.g. mutations, amplifications, and re-arrangements.
All patients had received prior systemic therapies and 13 had received at least one prior
reversible FGFR inhibitor. Of 28 patients with FGFR2 gene fusions, 20 (71%) experi-
enced tumor shrinkage and seven achieved confirmed partial response (cPR). The
objective response rate was 25%. Of the seven responders, six remain on treatment,
including one patient with an ongoing cPR of> 1 year. Of 28 patients, 15 patients
(54%) experienced stable disease as their best response, with seven still on treatment.
The overall disease control rate was 79%. Of 17 patients with other FGF/FGFR aberra-
tions, three had cPR (two with FGFR2 re-arrangement and one with co-expression of
FGFR2 re-arrangement and amplification). Median time on treatment was 7.4 months
and ongoing. Of the 13 patients who had received prior FGFR inhibitors, four (three
with FGFR2 gene fusions and one with FGFR2 amplification) had cPR on TAS-120.
The most common treatment-related adverse events (AEs) of all grades in 45 CCA
patients were hyperphosphatemia (78%), increased aspartate aminotransferase (29%),
dry skin (29%), diarrhea (27%), and dry mouth (27%). Grade�3 treatment-related
AEs were reported in 23 out of 45 patients (51%); the most common was hyperphos-
phatemia in 10 patients (22%).

Conclusion: TAS-120 demonstrated compelling clinical activity and a manageable AE
profile in CCA patients with FGFR2 gene fusions and showed efficacy in patients who
progressed on prior FGFR inhibitors. A Phase II study of TAS-120 in CCA patients with
FGFR2 gene fusions has been initiated.
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Introduction: mPAC remains associated with poor outcomes. While new compounds/
combinations continue to be explored, treatment options are still limited. Data on sys-
temic treatment choices in mPAC and outcomes outside clinical trials are scarce. The
goal of this pan-European project was to generate data on diagnosis, treatment patterns
and outcomes from the records of patients who completed first-line mPAC treatment
across Europe.

Methods: In this observational chart review, physicians completed retrospective elec-
tronic records from initial diagnosis onwards for patients with the following minimal
inclusion criteria: completed first-line mPAC treatment between 07/2014-01/2016 and
�18 years. In each country, respondents were recruited across different regions and set-
tings (university and general hospitals, cancer and reference centers, office-based spe-
cialists) to ensure a balanced selection. Physicians were encouraged to enter as many
second-line metastatic patients as possible. We report here on first-line and second-line
mPAC treatment choices, including variation across countries. Data are descriptive.

Results: A total of 2,565 online patient records were completed by 225 physicians (9
countries; n¼ 500-504 for France/Germany/Italy/Spain/UK). All patients had com-
pleted first-line mPAC treatment and 1,666 had started/completed second-line. At
metastatic diagnosis, median age was 64 years and 57.7% was male. At first-line and sec-
ond-line initiation, median CA19-9/albumin/bilirubin levels were 457U�mL-1/
32.0g�L-1/1.30mg�dL-1 and 560U�ml-1/30.0g�L-1/1.30mg�dL-1, respectively.
WHO performance status was 0/1/2/3/4/unknown in 14.3%/55.5%/26.9%/2.6%/0.2%/
0.5% at first-line initiation and 5.7%/45.9%/41.3%/6.0%/0.8%/0.2%, at second-line
initiation. (m)FOLFIRINOX/gemcitabineþnab-paclitaxel/gemcitabine-monotherapy
were most frequently used first-line treatments and accounted for 35.6%/25.7%/20.5%
of patients. France/UK reported higher (m)FOLFIRINOX and gemcitabine-monother-
apy and lower gemcitabineþnab-paclitaxel application [(m)FOLFIRINOX in France/
Germany/Italy/Spain/UK: 47.4%/33.5%/27.2%/29.0%/40.1% ; gemcitabineþnab-
paclitaxel: 10.9%/31.0%/36.4%/32.7%/17.9%; gemcitabine-monotherapy: 26.8%/
15.9%/19.8%/17.9%/23.4%]. Other gemcitabine-combinations were applied in 9.6%
(France/Germany/Italy/Spain/UK: 7.1%/10.5%/6.2%/10.3%/12.9%): in France/Italy
typically combined with oxaliplatin, in Germany with erlotinib, and in UK with capeci-
tabine. FOLFIRINOX was modified upfront (22.2%) relatively more often in UK/Italy
versus France/Germany (France/Germany/Italy/Spain/UK: 15.4%/12.5%/32.4%%/
22.7%/31.2%). Other 5FU-based regimens were applied in 5.4-9.5%, typically
5FUþoxaliplatin. Second-line 5FU-based (45.0%) and gemcitabine-based (53.3%)
treatment choices varied substantially among countries. 5FU-based treatment was
lower in France/Germany versus Italy/Spain/UK (France/Germany/Italy/Spain/UK:
31.6%/37.2%/58.1%/52.6%/47.9%). Use of 5FUþoxaliplatin/5FUþirinotecan (17.6%/
7.0%) was comparable, except for France (5FUþoxaliplatin: 10.9%) and UK
(5FUþirinotecan: 1.6%). 5FU monotherapy (16.7%; mainly capecitabine) was more
often prescribed in Italy/Spain/UK (France/Germany/Italy/Spain/UK 9.5%/9.0%/
24.4%/23.9%/18.3%). Gemcitabine-based second-line treatment was lower in Italy/
Spain versus Germany/France (France/Germany/Italy/Spain/UK: 67.3%/61.6%/
38.7%/44.9%/51.1%). Gemcitabineþnab-paclitaxel was applied more often than gem-
citabine-monotherapy in Germany/Spain, while in France/UK/Italy gemcitabine-
monotherapy was used more. Overall, 17.8% of patients received gemcitabineþnab-
paclitaxel (highest in Germany; France/Germany/Italy/Spain/UK: 12.8%/34.8%/
11.1%/22.4%/4.5%) and 27.1% gemcitabine-monotherapy (highest in France/UK;
France/Germany/Italy/Spain/UK: 50.0%/16.2%/22.6%/12.5%/34.1%). Other gemcita-
bine-based combinations were used in 8.4% (France/Germany/Italy/Spain/UK: 4.5%/
10.5%/5.0%/9.9%/12.5%): in France typically combined with oxaliplatin, in Germany
with erlotinib, and in UK with capecitabine.

Conclusion: In this large European study, mPAC treatment choices seem overall in line
with ESMO recommendations. However, substantial geographical variation was
reported between countries. Apart from WHO performance status and comorbidities,
first-line treatment choices followed local reimbursement status of individual com-
pounds and showed country-specific preferences. Second-line treatment was also
guided by first-line treatment. At the time this research was conducted, no second-line
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mPAC treatment was approved and over 20 treatments/combinations were reported. A
more standardized approach may help improving mPAC treatment outcomes.
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Introduction: Nab-paclitaxel added to standard gemcitabine significantly improves
overall survival, progression-free survival and response rates when compared to gemci-
tabine alone in metastatic PDAC. Baseline quality of life (QOL) indicators such as
global health status (GHS) may be predictive for survival in this disease setting, together
with clinical variables and tumour markers.

Methods: In an academic multicentric phase II study, patients with locally advanced or
metastatic PDAC were randomized to receive gemcitabine 1000mg/m2 alone or with
nab-paclitaxel 125mg/m2 in standard schedules. Patients progressing on monotherapy
could cross-over to combination. The EORTC QLQ-C30 v. 3.0 questionnaire was
applied monthly. Deterioration-free rate of GHS at three months was the primary end-
point. Clinically significant deterioration was considered at first 10-point score
decrease from baseline without further improvement. Safety, response rates, progres-
sion free and overall survival, exploratory biomarker and hypoxia studies on blood
samples were secondary endpoints.

Results: One hundred forty-six consenting patients (21 locally advanced and 125 meta-
static) with median age 65 were included in 17 hospitals of the BGDO network between
May-2014 and Nov-2015 and randomized to combination (72) versus monotherapy
(74). Thirty-seven patients crossed-over. Total cumulative drug exposure to nab-pacli-
taxel was 73% from planned dose in the combination group and 67% in cross-overs.
Median duration on treatment was 5 months (range 0-28), 10 patients being on treat-
ment> 18 months. One hundred and eighty-three serious adverse events were reported
in 98 unique patients (67%), 51% occurring in the combination group vs 37% in
monotherapy and 12% after cross-over. Six had fatal outcome, one was possibly related
to gemcitabine (sepsis). Most frequent toxicities were gastrointestinal or infections.
Five gemcitabine-related cases of hemolytic uremic syndrome occurred. Overall, 1465
QOL questionnaires were completed, 85% of patients responded to at least three.
Unweighted analysis of GHS showed a deterioration-free rate at three months of 83%
(60/72) in the combination group, 60% (28/47) in patients on monotherapy at the time
of definitive deterioration and 96% (26/27) in cross-overs. Median times to definitive
deterioration were 12.8, 8.9 and 12.3 months in combination, monotherapy and cross-
overs respectively. Baseline GHS scores correlated at 0.05 significance level with survival
times in the combination group. Other QOL indicators showed equivalent patterns.
Tumour response (locally assessed) was observed in 43% of patients (95%CI_31-55) in
combination, 19% (95%CI_6-32) in monotherapy and 24% (95%CI_10-39) in cross-
over, the difference being statistically significant (p¼ 0.006). Two patients had com-
plete response. Disease control was observed in 116 patients (79%) for a median dura-
tion of 6.8 (0.7-28.1) months. Median progression free survival was 6.8 months
(95%CI_5.5-8.1) with 7.4, 7.2 and 5.4 in the three groups. Overall survival was 11.9
months (95%CI_10-14) with 10.7, 8.8 and 13 months respectively.

Conclusion: Median survival was long and response rates significantly higher in combi-
nation groups. Patients receiving the combination nab-paclitaxel/gemcitabine seem to
report better quality of life scores for longer duration compared to patients on gemcita-
bine monotherapy. Further QOL analyses and translational studies are ongoing.
Conducted with financial support and study medication from Celgene. Clinical trial
registration: EudraCT 2013-004101-75; NCT02106884.
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Introduction: NAPOLI1 (NCT01494506; Wang-Gillam et al., Lancet 2016;387:545-57)
was a global phase 3 study of patients with mPDAC who progressed following gemcita-
bine-based therapy. In patients receiving nalIRIþ5FU/LV, median overall survival
(mOS) was significantly higher (6.1 months) compared with 5FU/LV (4.2 months;
unstratified HR¼ 0.67; P¼ 0.012). Here, we summarise four separate NAPOLI-1 sub-
group analyses investigating the effect of selected baseline parameters.

Methods: These post-hoc analyses explored outcomes in patients with or without
metabolism and nutrition disorders (including hypercholesterolemia and decreased
appetite, comprising anorexia, poor appetite, lack of appetite and loss of appetite;
abstract_#327), by primary tumour location (pancreatic head only, body only, tail
only, and multiple locations including or excluding the head; abstract_#335), with or
without a biliary stent (abstract_#338), and by best response to prior therapy (complete
response/partial response [CR/PR] vs not-CR/PR, and CR/PR/stable disease [CR/PR/
SD] vs not-CR/PR/SD; abstract_#339).

Results: For ITT patients in the metabolism and nutrition disorders analysis
(abstract_#327), survival was significantly reduced in those patients (n¼ 77) with base-
line decreased appetite compared with patients (n¼ 340) without decreased appetite
(mOS: 3.6 vs 5.3 months; HR¼ 1.65; P< 0.001). A trend for lower survival was
observed in patients with hypercholesterolemia.

In the analysis investigating the effect of primary tumour location on outcomes
(abstract_#335), survival was comparable across primary tumour location subgroups
(HRs¼0.87–1.06). However, patients receiving nal-IRIþ5-FU/LV showed an increased
survival across primary tumour location subgroups compared with 5-FU/LV
(HRs¼0.39–0.88 for groups n> 10 per arm).

In ITT patients with a biliary stent at baseline (n¼ 37), survival was comparable to those
without a stent (mOS: 5.3 vs 4.8 months; HR¼ 0.97) (abstract_#338). In patients with a
stent and receiving nal-IRIþ5-FU/LV (n¼ 15), we observed a trend for increased survival
compared with patients receiving 5-FU/LV (mOS: 6.2 vs 5.2 months; HR¼ 0.44; n¼ 8).
In patients without a stent, a similar survival benefit was seen for nal-IRIþ5-FU/LV
(n¼ 102) versus 5-FU/LV (n¼ 111) (mOS: 6.1 vs 4.2 months; HR¼ 0.68).

For subgroups stratified by response to prior therapy (abstract_#339), there was a trend for
increased survival in patients with CR/PR compared with not-CR/PR (mOS: 5.6 vs 4.8
months; HR¼ 0.73). In patients with CR/PR/SD survival was similar compared with not-
CR/PR/SD (mOS both 4.9 months, HR¼ 0.95). A trend for increased survival was also
shown in patients receiving nal-IRIþ5-FU/LV with CR/PR (n¼ 11) compared with not-
CR/PR (n¼ 106) (mOS: 9.3 vs 6.1 months; HR¼ 0.64). Survival was comparable in patients
with CR/PR/SD (n¼ 58) vs not-CR/PR/SD (n¼ 59) (mOS: 6.2 vs 6.1 months; HR¼ 1.04).

Drug related AEs and dose modifications/discontinuations in the different subgroups
were generally comparable to the NAPOLI-1 study.

Conclusion: In the NAPOLI-1 study, decreased appetite at baseline was shown to be
prognostic for survival in patients with mPDAC who progressed after gemcitabine-
based therapy. These results indicate that appropriate management is essential in
patients with decreased appetite. We did not identify a significant prognostic effect of
primary tumour location, biliary stent, or best response to prior therapy in either the
NAPOLI-1 ITT population or the nal-IRIþ5-FU/LV treatment arm on survival after
trial inclusion. Nonetheless, a consistent treatment benefit was observed in patients
treated with nal-IRIþ5-FU/LV vs 5-FU/LV alone across subgroups.
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Introduction: Liquid biopsy has emerged as an excellent molecular diagnostic tool for
assessing predominant spatial and temporal intratumoral heterogeneity with minimal
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