
Results: The most common EAs in all grades during trials are: hyponatremia 62%, hypo-
kalemia 40%, hypophosphatemia 32%, hypomagnesemia 17% and hypocalcemia 12%.
Overall, grade 3/4 EAs occurred in 19% of cases. More specifically, grade 3/4 EAs were
observed, as follow: hyponatremia 10%, hypophosphatemia 6%, hypokalemia 5%, hypo-
magnesemia 1%, hypermagnesemia 1%. Grade 3/4 EAs occurred during the dose-limiting
toxicity window in 8.73% of cases. Overall, diarrhea was associated with hypomagnesemia
in all grades (HR 1.78, 95% CI: 1.32-2.39, p< 0.001), with G3/G4 hypokalemia (HR 1.93,
95% CI: 1.09-3.43, p¼ 0.02) and hyponatremia in all grades (HR 0.79, 95% CI: 0.67-0.93,
p¼ 0.006). Vomiting was also associated with hypomagnesemia in all grades (HR 1.45,
95% CI: 1.08-1.95, p¼ 0.01) and G3/4 hypokalemia (HR 2.91, 95% CI: 1.62-5.23,
p< 0.001). Baseline hypoalbuminemia, hyponatremia and female gender are associated
with higher risk of developing other EAs during trial in the univariate analysis. Patients
who developed G3/4 EAs during follow-up had a poorer median overall survival (OS) (26
weeks vs 37 weeks, HR¼ 1.61; 95% CI: 1.37-1.90; p< 0.001).

Conclusions: Baseline EAs are common in patients with advanced cancers participat-
ing in phase I trials. This is the first study to demonstrate the clinical significance of
baseline hypoalbuminemia and hyponatremia, which are predictors of development of
other EAs in phase 1 patients. G3/4 EAs are adverse prognostic factors of OS independ-
ent of serum albumin levels.
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400P LCZ 696, administered during doxorubicin, trastuzumab or
pertuzumab treatment, prevents cardiotoxicity in our in vitro model
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Background: Doxorubicin (DX), Trastuzumab (T) and Pertuzumab (P) are antineo-
plastic drugs used in the treatment of breast cancer. Adverse cardiovascular events
related to anticancer drugs are among the leading causes of morbidity and mortality in
cancer patients. Sacubitril-valsartan (LCZ 696) is a combination drug, made up of
neprilysin inhibitor sacubitril and angiotensin II receptor blocker valsartan, used for
the treatment of heart failure in patients with a reduced ejection fraction. Here, we aim
to assess whether LCZ 696, administered during DX, T or P treatment, reduces in vitro
anticancer drugs-related cardiotoxicity compared to Valsartan (V), used as a control
drug.

Methods: The H9C2 rat cardiomyoblasts were seeded in 96-well plates at a density of 1
x 104 cells/well and incubated at 37 �C with 5% CO2 for 16 hours. After the addition of
200 nM of T, P or DX in the culture medium, cells were incubated for 72 hours. The
cells were further treated in the absence or presence of 10 mM of LCZ 696 or V for add-
itional 3 days. Viable cells were counted by trypan blue exclusion test and cell survival
was expressed as percentage of viable cells compared to control untreated cells.

Results: LCZ 696 reduced significantly T, P and DX related toxicity in H9C2 cardio-
myoblasts as evidenced by the higher percentage of viable cells treated with combin-
ations of T, P or DX with LCZ 696 with respect to cells treated with T, P or DX alone
(p< 0.001). V reduced significantly T and DX related toxicity in H9C2 cardiomyoblasts
treated with combinations of T or DX and V with respect to the cells treated with T or
DX, used as single agents (p< 0.001). However there was no significant reduction of
toxicity when H9C2 cells were treated with PþV. Thus, both LCZ 696 and V reduced
significantly DX and T related toxicity when administered to H9C2 cardiomyoblasts
after the antineoplastic treatment (no significant difference between LCZ 696 and V
treatment, p¼ 0.6). Moreover, LCZ 696 was significantly more effective than V
(p< 0.001) in reducing both T and P related toxicity when administered to cultures of
H9C2 cardiomyoblasts after antineoplastic treatments.

Conclusions: LCZ 696, administered during DX, T or P treatment, significantly in-
creases the viability of treated cells, thus reducing cardiotoxic effects of these drugs, as
demonstrated by our in vitro experiments. The future perspective aims to test LCZ 696
in in vivo models to assess its capability to blunt left ventricular dysfunction after anti-
neoplastic treatments.
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401P MEK inhibitor retinopathy
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Background: To evaluate the presence and characteristics of subretinal fluid (SRF)
associated with the use of MEK inhibitors in the treatment of systemic cancer MEK ret-
inopathy is described as symmetrical bilateral disease that develops in a time-
dependent and dose-dependent manner.

Methods: In this prospective, observational study, collected data from 14 patients with
locally advanced or metastatic cancer undergoing treatment with the MEK inhibitor as
clinical trials between 2010-2013. They underwent regular ophthalmological examin-
ations including determination of visual function, biomicroscopy, dilated fundoscopy
and optical coherence tomography (OCT).

Results: Of the 14 participants, 10 (71%) were men; the mean (SD) age was 65 years
(range, 41-80 years). Six (48%) study participants developed SRF during the study period.
OCT revealed subfoveal neuroretinal elevation, serous retinal detachments often asymp-
tomatic. In general it solves spontaneously without any apparent functional deficits or
changes in structural integrity, and does not require the suspension of the treatment.

Conclusions: The presence of serous retinal detachment in patients undergoing treat-
ment with the MEK inhibitor is common. Visual symptoms were mild and mainly tran-
sient and the presence of SRF did not lead to permanent ocular disorder. It is important
to investigate all previous ocular disorders and pharmacologic interactions of MEK in-
hibitor that could associate with ocular effects.
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402P A Phase I/II study everolimus in combination with paclitaxel-
carboplatin in patients with advanced adenocarcinoma of the stomach
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Background: Significant proportion of patients (pts) with adenocarcinoma of stomach
(ADCS) present with advanced disease. Paclitaxel (P), either alone, or in combination with
carboplatin (C) is well-tolerated, but has modest activity in ADCS. The PI3K-Akt pathway
played an important role in cell proliferation and apoptosis in pre-clinical ADCS models.
Everolimus (E) is a potent inhibitor of mTOR, a downstream mediator of the PI3K-Akt
pathway. Combining chemotherapies with mTOR inhibition may improve outcome

Methods: A single-arm, dose-escalation study of E, in combination with P and C
(EþPC) was conducted in pts with metastatic and/or loco-regionally advanced ADCS
[NCT01514110]. In the phase 1 portion (P1P), the maximum-tolerated dose (MTD),
recommended phase 2 dose (RP2D) and safety of EþPC, were determined using a
standard 3þ 3 design. Starting dose (dose level I) was E 5mg/d, P 175mg/m2 and C
AUC5 every 3 weeks. Dose-limiting toxicities (DLT) were defined as grade 4 haemato-
logical or grade 3 or 4 non-haematological toxicities. Preliminary efficacy of EþPC in
pts with ADCS, defined by clinical benefit rate (CBR) (CRþPRþSD for 6wks or more
as per RECIST), and survival were determined in the phase 2 portion

Results: 30 pts were enrolled (P1P¼ 12) from Jan 2008 to Nov 2014. In the P1P, 2
DLTs (G5 GI bleeding and G3 joint pain) were experienced at dose level II, thus estab-
lishing dose level I as the MTD and RP2D. 21 pts were treated at RP2D. Baseline demo-
graphics of phase 2 portion: M/F: 9/12, Median age 54 (range 40-69), ECOG PS 0/1/2:
10/10/1. Prior lines of chemotherapy 0/1/�2: 7/12/2. Median cycles: 6 (range 1-19).
Common related�G3 adverse events (AEs) include (%): neutropenia (48%), anaemia
(43%), thrombocytopenia (29%), mucositis (10%). Febrile neutropenia occurred in
10% (n¼ 2) of pts. 18 pts were evaluable for response (5 PR, 9 SD, 4 PD). CBR 77.8%
(95% CI 58.6-97.0%). Median PFS and OS was 6.9 and 9.0months (95%CI 3.5 – 7.6;
3.8 – 15.1months) respectively

Conclusions: EþPC administered at RP2D was well-tolerated. Comparing with prior
reported series of PC alone, EþPC showed more favorable efficacy and has promising
activity in pts with advanced ADCS. Acknowledgement- Supported by Novartis
Pharmaceuticals Ltd
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