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Samsca® (tolvaptan) Prescribing Information
Presentation: Tablets containing 15 mg or 30 mg of tolvaptan. Indication: 
Treatment of adult patients with hyponatraemia secondary to syndrome of 
inappropriate antidiuretic hormone secretion (SIADH). Dosage: To be initiated in 
hospital due to need for dose titration with close monitoring of serum sodium and 
volume status. For oral use, 15 mg once daily, increasing to a maximum of 60 mg 
once daily as tolerated to achieve desired serum sodium correction. No dosage 
adjustment for elderly or in mild to moderate renal or hepatic impairment. No 
information is available in severe renal or hepatic impairment. There is no experience 
in children and adolescents under the age of 18 years. Contraindications: 
Hypersensitivity to any component of Samsca. Anuria. Volume depletion. 
Hypovolaemic hyponatraemia. Hypernatraemia. Patients who cannot perceive thirst. 
Pregnancy. Breastfeeding. Warnings and precautions: Samsca is not 
recommended in patients with urgent need to raise serum sodium acutely. Urinary 
outflow must be secured. Patients must have adequate access to water and not 
become overly dehydrated. Patients should be closely monitored for serum sodium 
and volume status, particularly in those with renal and hepatic impairment. Too rapid 
correction of hyponatraemia can cause permanent neurological sequelae, coma or 
death. Monitoring of serum sodium should start no later than 4-6 hours after 
treatment initiation. Over rapid correction should be considered if sodium correction 
exceeds 6 mmol/l during the first 6 hours of administration or 8 mmol/l during the 
first 6-12 hours. These patients should be monitored more frequently and 
administration of hypotonic fluid is recommended. In case serum sodium increases ≥ 
12 mmol/l within 24 hours or ≥ 18 mmol/l within 48 hours, tolvaptan treatment is to 
be interrupted followed by administration of hypotonic fluid. Pseudohyponatraemia 
should be excluded, particularly in hyperglycaemic patients. Samsca may cause 
hyperglycaemia, therefore diabetic patients treated with Samsca should be managed 
cautiously, in particular poorly controlled type II diabetes. Liver function tests should 
be promptly performed in patients taking tolvaptan who report symptoms that may 
indicate liver injury. If liver injury is suspected, tolvaptan should be promptly 
discontinued. Patients with galactose intolerance, Lapp lactase deficiency or 
glucose-galactose malabsorption should not take this medicine. Caution when 
driving vehicles or using machines, occasionally dizziness, asthenia or syncope may 
occur. Drug interactions: Caution with: co-administration with CYP3A4 inhibitors, 
inducers and substrates, digoxin, vasopressin analogues, and diuretics. Concomitant 
use with other treatments for hyponatraemia and medicinal products that increase 
serum sodium concentration is not recommended. Undesirable effects: The 
following adverse reactions were reported in clinical trials in hyponatraemia: Very 
common (≥1/10): Thirst, nausea. Common (≥1/100 to <1/10): Dry mouth, 
constipation, polydipsia, dehydration, hyperkalaemia, hyperglycaemia, decreased 
appetite, orthostatic hypotension, ecchymosis, pruritis, pollakiuria, polyuria, 
asthenia, pyrexia, increased blood creatinine, rapid correction of hyponatraemia, 
sometimes leading to neurological symptoms. Uncommon (≥1/1000 to <1/100): 
Dysgeusia, renal impairment. See Summary of Product Characteristics for further 
details and other undesirable effects. Overdosage: There is no information on 
overdosage but profuse and prolonged aquaresis is anticipated. Adequate fluid 
intake must be maintained. Legal category: POM. Marketing Authorisation 
numbers/Basic NHS price: SAMSCA 15 mg (EU/1/09/539/001) £746.80 for 
blister pack of 10 tablets, SAMSCA 30 mg (EU/1/09/539/003) £746.80 for blister 
pack of 10 tablets. Marketing Authorisation Holder: Otsuka Pharmaceutical 
Europe Ltd., Hunton House, Highbridge Estate, Oxford Road, Uxbridge, Middlesex, 
UB8 1LX, UK. Further information from: Otsuka Pharmaceuticals (U.K.) Ltd., Tel: 
020 8756 3100. Date of preparation of prescribing information: May 2013

Adverse events should be reported. Reporting forms and information 
can be found at www.mhra.gov.uk/yellowcard. Adverse events 
should also be reported to Otsuka Pharmaceuticals (U.K.) Ltd  
(OPUKSafety@otsuka.co.uk).

Otsuka Pharmaceuticals (UK) Ltd., 3 FurzegroundWay, Stockley 
Park, Uxbridge, UB11 1EZ. Contact: Otsuka@medinformation.co.uk  
Tel: +44 (0)870 1923283.
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Conference News
Are you organising an annual meeting or conference which
you would like to tell our readers about? 
Or would you like to write a report on a meeting or 
conference of particular interest? 
If so, contact Patricia McDonnell at Oncology News on 
T/F: +44 (0)288 289 7023, 
E: patricia@oncologynews.biz

During the current era of rapidly changing scientific knowledge and
hope, cancer patients can naturally expect multidisciplinary health
care (MDHC). However, the delivery of any meaningful MDHC can be
extremely challenging due to limited resources and professional
attitudes. The first step to achieve the desired goals has to be to
recognise the hurdles and truthfully attempt to take the corrective
measures sooner rather than later. At the recently concluded
European Society for Medical Oncology (ESMO) meeting in
Amsterdam, there were a host of presentations to address these
issues. Practice changing data were presented from multiple ongoing
trials using surgery, radiotherapy, chemotherapy and molecular
agents showing a promising future and reinforcing the
multidisciplinary approach in the fight against a variety of cancers.
These results are also posing a new challenge of quality assurance
and stimulating widespread debates about the value of clinically
meaningful endpoints like response rate, progression free survival and
frequently only small overall survival gains. With increasing demand
and ever decreasing resources, licensing new drugs and evaluating
the cost of treatment are the other challenges that need frequent
resolution all over the world.

There is growing interest in the research using therapeutic vaccines
and immunotherapy in the management of a variety of cancers.
Modest clinical benefits reported from recently completed trials using
agents like MAGE-A3 (melanoma & lung cancer), Sipuleucel-T
(metastatic prostate cancer) have rejuvenated the enthusiasm in the
search for understanding their mechanism of action and clinical use.
Most tumours use TGF-β to hide from the immune system. The TGF-
β is known to inhibit T cell, B cell, dendritic cell and immune effector
cell activation. Antigen-loaded dendritic cells activate immune
effector cells and once activated they can target and destroy
malignant cells despite the continued presence of TGF-β. Locally
advanced and metastatic non-small lung cancer has proven to be a
difficult area for immunotherapy. In the past several large trial results
have generated disappointment despite theoretical opportunities.
The results of a phase III placebo controlled multicenter clinical trial
on the use of belagenpumatucel-L a therapeutic tumour cell vaccine
(Lucanix) was presented by Dr Giuseppe Giaccone from NCI during
the presidential session. In this trial, 532 stage IIIA, IIIB & IV NSCLC
patients were randomised to receive 18 months of intra-dermal
monthly injections followed by 2 quarterly injections of this
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experimental agent (n=270) vs placebo (n=262) following
completion of their front line chemotherapy. The primary end
point was OS and the secondary end points were PFS, objective
response rate and safety. The results presented showed that the
primary end point of improvement of the median OS was not met
(vaccine 20.3 vs control 17.8 months) mainly due to the inclusion
of many patients more than 12 weeks after completion of their
chemotherapy. However, in patients enrolled within 12 weeks of
chemotherapy, a median survival of 20.7 months was observed for
the vaccine compared to 13.4 months for the control arm (HR
0.75, p=0.083).  Similarly, in patients with squamous cell
carcinoma histology, a median survival of 20.7 months was
observed for the vaccine compared to 12.3 months for the control
(HR 0.58, p=0.092).  In the predefined subgroup of patients who
received radiation therapy prior to enrolment a median survival of
40.1 months was observed for the vaccine compared to 10.3
months for the control (HR 0.45). These encouraging prospective
results in a selected subset of patients support further research on
the role of this vaccine in NSCLC. (LBA2).

Dr Soria from France presented one of the most exciting data on
the use of intravenous administration of anti PD-L1 antibody in the
management of lung cancers though there were few other cancers
like renal cell carcinoma and malignant melanoma in this phase I
study. The results from this study showing prolonged disease free
survival adds to the evidence we have been getting on the use of
antibodies in various tumour types. Blockage of various immune
targets using agents like PD-1, PD-L1 and CTLA4, which are
different to vaccines, is turning out to be a popular area of
research. Suppression of the immune mechanism which could
favour tumour growth and proliferation is a new mechanism of
tumour control. Though these agents take time to see the response
and final benefits, Dr Soria presented very nice CT illustrations to
show that there is strong   carry over effect leading to ongoing
tumour shrinkage even after discontinuation of the therapy agent. 

There was a 23% objective response rate with 17% achieving
stable disease for 24 weeks or longer and a progression free survival
rate of 45%. The best response rates were seen in patients with the
highest expression of the targeted protein, PD-L1. In patients with
increased PD-L1 expression (IHC), the overall response was 83%
suggesting that it might be a potential biomarker for response.
Fortunately, striking durable responses were seen even in current
and past smokers from this novel agent (MPDL 3280A) with limited
toxicities. Most of the adverse events seen in this trial were grade 1
or 2 and did not require any intervention. Almost all (95%) patients
had brain metastasis. Actually, phase II trials are already in place
and many more planned using MDPL3280A as a single agent as
well as in combination with other molecular agents in many other
malignancies. Similarly, other drugs like EGFR & ALK inhibitors,
AP26113, the ARIAD drugs are also looking like they might have a
promising future. (Abs. 3408).

During the last decade, the landscape of the HER2 positive
breast cancer tumours, which used to carry extremely poor
prognosis, has changed considerably. Routine use of anti-HER2
agents like trastuzumab in the neo- & adjuvant setting has become
the norm because of substantial improvements in their outcome
from its use. Unfortunately, many patients still relapse and
retreatment with trastuzumab or lapatinib with or without
cytotoxic agents in the second line or beyond results in limited PFS
gains. Therefore, there is an ongoing search for newer agents with
different targets, mechanism of action or mode of drug delivery
with encouraging success with agents like pertuzumab and T-
DM1. The results of the phase 3 EMILIA study in patients with
HER2-positive locally advanced and metastatic breast cancer

previously treated with a taxane and trastuzumab demonstrated
superior PFS and OS and better toxicity profile compared with
capecitabine plus lapatinib arm.  Based on the EMILIA results, T-
DM1 has been approved in several countries. However, T-DM1 has
not been previously studied in patients who have received prior
treatment with both trastuzumab and lapatinib for advanced
disease.  The results of the TH3RESA study on the use of T-DM1 in
advanced breast cancer patients who have progressed following
prior treatment with trastuzumab, lapatinib and a taxane was
presented at ESMO2013. Patients were randomised to receive
either T-DM1 alone (n=400) or treatment of physician’s choice
(n=200) till progression. The PFS result by investigator assessment
was found to be 6.2 months compared to 3.3 months for the TPC
arm. (HR 0.528, p<0.0001). The first interim OS analysis favoured
T-DM1 but efficacy stopping boundary has not crossed yet
compared to 14.9 months in the TPC arm (HR=0.552, p=0.0034).
44 patients in the TPC arm received crossover T-DM1 treatment
after documented progression. The overall response rate in
patients with measurable disease was 8.6% in the control arm
compared to 31.3% in the T-DM1 arm (p<0.0001). Similarly, there
were fewer grade ≥ 3 adverse effects with T-DM1 (32.3%) vs TPC
(43.5%), fewer discontinuations and dose reductions due to
adverse events with T-DM1. These data reaffirm the results from
the EMILIA study, demonstrating a consistent superior benefit with
T-DM1 in patients with previously treated HER2-positive advanced
breast cancer. (LBA 15). n
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