
last 3 cases, it was not possible to carry out PTC, the attempt to perform PTC in 4
(23.5%) observations with relatively favorable conditions was also not effective. In the
nearest postoperative period, complications were present in 6 (9.6%) patients from 62
patients who managed to decompress BT by proximal access. In 2 cases, catheter pro-
lapse occurred, and its reinstallation was performed. In 4 cases, hemobiology was
noted, which was stopped conservatively. Outer internal drainage of the BT was accom-
plished in 5 (8.1%) cases. In the near postoperative period there were no lethal out-
comes. The period of drainage of BT to 3 months was 95.1% of patients, up to 9
months - 8.0%, up to 1 year no patient survived.

Conclusion: With the development of MJ in patients with metastatic cancer of the hep-
atobiliary system, it is necessary to find out the conditions for performing decompres-
sion of BT and, if they are available, to establish a catheter in BT proximal access.
Elimination of jaundice, although not for a long time, improves the quality of life and
somewhat prolongs the life of the patient.
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Introduction: PAC is projected to become the second leading cause of cancer death by
2030. It is typically diagnosed late in the course of the disease, amongst other reasons
due to lack of screening tests, limited understanding of risk factors, and any clear symp-
toms typically only appearing late. Systemic treatment options applied in advanced dis-
ease vary and recent data on choices 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 metastatic PAC
treatment across Europe.

Methods: In this observational chart review, physicians completed a retrospective elec-
tronic record from initial diagnosis onwards for patients with the following minimal
inclusion criteria: completed first-line (m)PAC treatment between 07/2014-01/2016
and�18 years. In each country, respondents were recruited across different regions
and settings (university and general hospitals, cancer and reference centers, office-
based specialists) to ensure a balanced selection. Physicians were encouraged to enter as
many second-line metastatic patients as possible. Study endpoints included initial/sub-
sequent treatments, dose modifications, and treatment outcomes. We report here on
selected patient and tumor characteristics and incidences of reported symptoms
(including variation across countries) at initial PAC diagnosis. 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). At diagnosis, 89.5% of
patients had advanced disease, median age was 64 years, and 57.7% was male. Primary
tumor location was head/headþbody/body/bodyþtail/tail in 40.2%/16.3%/23.2%/
9.6%/10.1%. Tumor grade was 1/2/3/unknown in 5.3%/39.5%/38.1%/17.2%. Median
CA19-9/albumin/bilirubin levels were 387U�mL-1/34.0g�L-1/1.8mg�dL-1. WHO
performance status was 0/1/2/3/unknown in 20.4%/55.8%/21.9%/1.6%/0.4%. At ini-
tial diagnosis, on average 3.14 symptoms were reported per patient from 15 pre-listed
symptoms. Averages for France/Germany/Italy/Spain/UK varied with -6.3%/þ18.9%/-
18.4%/þ12.3%/-6.7%. Symptoms in decreasing order were: abdominal pain_65.0%;
weight loss_61.5%; jaundice_31.1%; nausea_28.3%; mid-back pain_26.8%;
bloating_19.0%; vomiting_18.1%; dark urine_12.7%; itching_12.3%; cachexia_8.6%;
deep vein thrombosis (DVT)_8.1%; steatorrhea_7.0%; depression_5.9%; diar-
rhea_5.9%; and recent unexpected diabetes_3.4%. Variation was highest for more fre-
quently reported symptoms (mid-back pain, nausea, weight loss, and bloating).
Absolute differences of�j10%j versus the mean were identified for nausea
(þ14.6%_Germany), mid-back pain (þ12.5%_Germany), and weight loss (-
11.1%_Italy). Absolute differences between countries (highest versus lowest) were
greatest for nausea (D22.1%: Germany_42.9% versus France_20.8%), mid-back pain
(D18.7%: Germany_39.3% versus UK_20.6%), and weight loss (D18.3%:
Germany_68.7% versus Italy_50.4%). Relative differences of�j50%j versus the mean
were reported for depression (þ142.4%_Spain; -72.9%_UK), steatorrhea
(þ90.0%_Spain; -57.1%_France), cachexia (þ59.3%_Spain), DVT
(þ56.8%_Germany), diabetes (þ52.9%_France), and nausea (þ51.6%_Germany).
Relative differences (highest versus lowest) were greatest for depression (8.9�:
Spain_14.3% versus UK_1.6%), steatorrhea (4.4�: Spain_13.3% versus France_3.0%),
and DVT (2.8�: Germany_12.7% versus UK_4.6%).

Conclusion: In this European retrospective chart-review, the average number of symp-
toms at initial diagnosis of (m)PAC reported by treating physicians varied between
countries. Most frequently symptoms reported were abdominal pain, weight loss,

jaundice, nausea, and mid-back pain. Substantial variation was seen for individual
symptoms. Appropriate awareness of and attention to symptoms in the general public
and by health care providers may help improve (m)PAC diagnosis, care and outcomes.
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Introduction: Erlotinib selectively inhibits the EGFR tyrosine kinase activity and con-
sequently the tumour cell growth in patients. The drug is administered orally and being
a weak base, its solubility is strongly dependent upon the acidic pH in the gastric fluid.
Gastric acid reducing agents (ARAs), such as proton pump inhibitors (PPIs) and H2-
receptor antagonists (H2RAs), increase the pH of the stomach (pH> 4) and cause a
physicochemical drug-drug interaction. The secretion of Hþ is drastically reduced by
PPIs due to an irreversible binding to the H/K-ATPase pump. H2RAs have a shorter
elimination half-life and competitively inhibit histamine action of H2 receptors, on
gastric parietal cells. Our objective was to evaluate the plasma concentrations of erloti-
nib when given alone or in combination with different groups of ARAs (PPIs and
H2RAs) and to simulate the erlotinib plasma concentration using a physiologically
based pharmacokinetic (PBPK) model to evaluate possible physicochemical interac-
tions from ARA co-medication.

Methods: Three groups of each 8 patients, suffering from pancreatic cancer, received
100 mg erlotinib daily as fixed dose (control group), combined with PPI pantoprazole
(PPI group) or combined with H2RA famotidine (H2RA group). Blood samples were
collected on day 1 (pre-dose,1,2,3,4,6,8 and 24 hours after administration) and on days
2-7 (pre-dose and 4 hours after administration). Erlotinib samples were stored at -
80 �C and were quantified by a HPLC assay. Pharmacokinetic parameters were calcu-
lated by a noncompartmental method for extravascular input using WinNonlin
6.0(Phoenix Inc.). The PBPK model was built with the software Gastro
PlusTM(Simulations Plus Inc.) to simulate plasma concentrations of erlotinib in a pop-
ulation of 25 Caucasian patients.

Results: The PBPK model output corresponds well to the mean observed erlotinib
plasma concentrations of the control group. The observed Cmax and AUC0-24 of erlo-
tinib on day 1 were consistent with the predicted concentrations by Gastro
PlusTM(Cmaxobserved¼0.78 mg/mL vs. predicted¼0.76 mg/ml, AUC0-24observ-
ed¼10.7 hr*mg/mL vs. predicted¼11.8 hr*mg/ml). The mean trough and peak concen-
trations showed a high inter-patient variability over the whole investigated period in all
patient groups. The co-administration of PPIs decreased the erlotinib trough and peak
concentrations as well as the AUC0-24 about 50% compared to the control and H2RA
group. The mean trough concentration in the PPI group on day 7 was 0.36 mg/mL and
therefore below the necessary threshold concentration of 0.5 mg/mL to inhibit the tyro-
sine kinase activity. On the contrary, the pharmacokinetic parameters of erlotinib did
not differ significantly in presence of the H2RAs. The mean trough and peak concentra-
tion of erlotinib in the H2RA group on day 7 were 0.671 and 1.78 mg/mL and thus simi-
lar to the values of the control group (Ctrough¼0.950 mg/mL, Cpeak¼1.76 mg/mL). In
the H2RA and control group all measured plasma concentrations exceeded the
threshold.

Conclusion: Co-administration of H2RA drugs instead of PPIs is strongly recom-
mended during erlotinib treatment. H2RAs are given 12 hours before erlotinib admin-
istration and therefore show no influence on erlotinib plasma concentrations. PBPK is
a useful tool to simulate plasma concentration-time curves of a drug and model possi-
ble interactions based on patient observations, physicochemical properties and drug
classifications.
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Introduction: Thrombotic microangiopathy (TMA) is characterized by inflammation
of the arterioles and capillaries wall, detachment of endothelial cells, accumulation of
proteins, cellular debris and platelet thrombi that occlude the vessels. It mainly affects
the kidney. The clinical signs are called hemolytic-uremic syndrome (HUS). This
includes non-immune hemolytic anemia, thrombocytopenia and acute kidney injury.
Gemcitabine is an antineoplastic agent with many uses in oncology. HUS is an infre-
quent toxicity although it could be easily underdiagnosed as many cases may go unrec-
ognized due to difficulties in diagnosis. The true incidence is difficult to estimate. It
varies from 0.078% in clinical trials to 0.008% in standard practice. However, some
authors have documented 2.2%. We carried out a retrospective review to know the
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