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Novartis announces presentation of new Lutathera® NETTER-1
data at ESMO demonstrating significant improvement in PFS
regardless of baseline liver tumor burden


Lutathera treatment was associated with an ~80% reduction in the estimated risk
of tumor progression or death vs comparator, regardless of baseline liver tumor
burden1



Lutathera treatment was associated with a clinically significant reduction in the
estimated risk for deterioration of global health status (self-assessment of overall
health and quality of life) vs comparator, regardless of baseline liver tumor
burden1



Progression free survival (PFS) was also improved in the presence of elevated
alkaline phosphatase or large lesion at baseline1

Basel, October 19, 2018 – Novartis today announced presentation of a new analysis of
Lutathera® (lutetium Lu 177 dotatate*) NETTER-1 data at the 2018 European Society for
Medical Oncology (ESMO) congress examining the impact of Lutathera treatment on patients
with low, medium or high liver tumor burden. The data show that Lutathera treatment results
in significant improvement in progression free survival (PFS) regardless of the extent of
baseline liver tumor burden (LTB), elevated alkaline phosphatase (ALP) liver enzyme or
presence of large (>30mm diameter) lesion in patients with progressive midgut
neuroendocrine tumors (NETs) compared to octreotide LAR alone 1.
Lutathera is the first Peptide Receptor Radionuclide Therapy (PRRT) to receive regulatory
registration, with approval by the European Commission in September 2017 and by the US
Food and Drug Administration (FDA) in January 2018. Lutathera is an Advanced Accelerator
Applications product.
“Patients with metastatic midgut NET and a high liver tumor load at diagnosis have a poorer
prognosis than patients with few liver metastases 2,3,” said Jonathan Strosberg, MD, Associate
Professor, Section Head, Neuroendocrine Tumor Program at Moffitt Cancer Center, and
Principle Investigator of the NETTER-1 study. “These new data provide hope for these
patients and reinforce the potential benefit of Lutathera treatment in this population.”
Liver tumor burden (LTB) was defined as tumor volume/total liver volume by CT or MRI, and
categorized as low (<25%), moderate (25-50%), and high (>50%)1. Median PFS (months) in
Lutathera arm vs 60 mg octreotide LAR alone was 28.35 vs 11.04 in low (HR=0.218, 95% CI
0.120 to 0.394); Not Reached (NR) vs 8.67 in moderate (HR=0.202, 95% CI 0.077 to 0.525);
19.38 vs 5.52 in high LTB (HR= 0.193, 95% CI 0.079 to 0.474), respectively1.

Page 2 of 4

Because the numbers of patients and events of deteriorations are small for the moderate and
high liver burden groups for quality of life assessments, moderate/high liver burden groups
were pooled into one group1. Median TTD (months) for global health status (self-assessment
of overall health and quality of life) in Lutathera arm vs 60 mg octreotide LAR alone was 28.81
vs 6.11 in low (HR=0.376, 95% CI 0.196 to 0.720); and NR vs 5.98 in moderate/high LTB
(HR=0.453, 95% CI 0.178 to 1.152) 1. Median TTD (months) for physical functioning was
25.20 vs 11.47 in low (HR=0.512, 95% CI 0.264 to 0.994); and NR vs 11.56 in moderate/high
LTB (HR=0.526, 95% CI 0.207 to 1.335) 1.
“These results from the NETTER-1 study continue to show that Lutathera delivers strong
efficacy in patients with a challenging disease burden,” said Samit Hirawat, MD, Head of
Novartis Oncology Global Drug Development. “Demonstrating improved PFS and
maintenance of QoL in patients with neuroendocrine tumors with poor prognosis due to a high
liver tumor burden is a great example of our commitment to reimagining cancer.”
Additional sub-analysis evaluated median PFS in patient subgroups with normal or elevated
baseline levels of liver enzyme alkaline phosphatase (ALP), and in subgroups with presence
or absence of a large (>30 mm diameter) lesion at baseline1. Median PFS (months) in
Lutathera arm vs 60 mg octreotide LAR alone for the group with normal ALP was 28.35 vs
8.74 (HR=0.204, 95% CI 0.117 to 0.357)1. Median PFS (months) in Lutathera arm vs 60 mg
octreotide LAR alone for the group with elevated ALP was NR vs 5.78 (HR=0.191, 95% CI
0.090 to 0.405)1. Median PFS (months) in Lutathera arm vs 60 mg octreotide LAR alone for
the group with a large tumor lesion was 28.35 vs 8.44 (HR=0.266, 95% CI 0.165 to 0.429)1.
Median PFS (months) in Lutathera arm vs 60 mg octreotide LAR alone for the group without a
large tumor lesion was NR vs 8.74 (HR= 0.069, 95% CI 0.021 to 0.233)1.
The NETTER-1 trial is an international phase III study in patients with progressive,
somatostatin receptor-positive midgut neuroendocrine tumors4. Patients were randomized to
treatment with Lutathera (Lu)(n=117) and best supportive care (30 mg octreotide LAR), or 60
mg octreotide LAR alone (Oct) (n=114). In total, 141 patients had low (71 Lu, 70 Oct), 50
patients had moderate (19 Lu, 31 Oct), and 40 patients had high LTB (27 Lu, 13 Oct).
European Organisation for Research and Treatment of Cancer (EORTC) quality of life
questionnaires, a commonly used metric for analysis of HRQoL in cancer patients, were
assessed during the trial to determine the impact of treatment on HRQoL 5. Patients completed
the questionnaires at baseline and every 12 weeks until tumor progression. TTD was defined
as the time from randomization to the first QoL deterioration ≥10 points (on a 100-point scale)
compared to baseline score for the same domain.
About Lutathera®
Lutathera (lutetium Lu 177 dotatate*) is a lutetium Lu 177-labeled somatostatin analog
peptide. Lutathera belongs to a class of treatments called Peptide Receptor Radionuclide
Therapy (PRRT). Lutathera is comprised of a targeting molecule which carries a radioactive
component. Lutathera has received orphan drug designation from the FDA and the European
Medicines Agency (EMA). In the US, Lutathera is indicated for the treatment of somatostatin
receptor positive gastroenteropancreatic neuroendocrine tumors (GEP-NETs), including
foregut, midgut, and hindgut neuroendocrine tumors in adults6. In Europe, Lutathera is
indicated for the treatment of unresectable or metastatic, progressive, well differentiated (G1
and G2), somatostatin receptor positive gastroenteropancreatic neuroendocrine tumors (GEPNETs) in adults7. Lutathera can cause serious side effects that may include bone marrow
problems, kidney problems, liver problems, hormonal gland problems, fertility problems and
problems arising from radiation exposure. Please see Important Safety Information and Full
Prescribing Information at: www.lutathera.com.
* USAN: lutetium Lu 177 dotatate / INN: lutetium (177Lu) oxodotreotide
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Disclaimer
This press release contains forward-looking statements within the meaning of the United
States Private Securities Litigation Reform Act of 1995. Forward-looking statements can
generally be identified by words such as “potential,” “can,” “will,” “plan,” “expect,” “anticipate,”
“look forward,” “believe,” “committed,” “investigational,” “pipeline,” “launch,” or similar terms, or
by express or implied discussions regarding potential marketing approvals, new indications or
labeling for the investigational or approved products described in this press release, or
regarding potential future revenues from such products. You should not place undue reliance
on these statements. Such forward-looking statements are based on our current beliefs and
expectations regarding future events, and are subject to significant known and unknown risks
and uncertainties. Should one or more of these risks or uncertainties materialize, or should
underlying assumptions prove incorrect, actual results may vary materially from those set forth
in the forward-looking statements. There can be no guarantee that the investigational or
approved products described in this press release will be submitted or approved for sale or for
any additional indications or labeling in any market, or at any particular time. Nor can there be
any guarantee that such products will be commercially successful in the future. In particular,
our expectations regarding such products could be affected by, among other things, the
uncertainties inherent in research and development, including clinical trial results and
additional analysis of existing clinical data; regulatory actions or delays or government
regulation generally; global trends toward health care cost containment, including
government, payor and general public pricing and reimbursement pressures; our ability to
obtain or maintain proprietary intellectual property protection; the particular prescribing
preferences of physicians and patients; general political and economic conditions; safety,
quality or manufacturing issues; potential or actual data security and data privacy breaches, or
disruptions of our information technology systems, and other risks and factors referred to in
Novartis AG’s current Form 20-F on file with the US Securities and Exchange Commission.
Novartis is providing the information in this press release as of this date and does not
undertake any obligation to update any forward-looking statements contained in this press
release as a result of new information, future events or otherwise.
About Advanced Accelerator Applications
Advanced Accelerator Applications, a Novartis company, is an innovative radiopharmaceutical
company developing, producing and commercializing nuclear medicine theragnostics. AAA is
also an established leader in radiopharmaceuticals for Positron Emission tomography (PET)
and Single-Photon Emission Computed Tomography (SPECT) diagnostic imaging, mainly
used in clinical oncology, cardiology and neurology. For more information, please visit:
https://www.adacap.com/.
About Novartis
Novartis is reimagining medicine to improve and extend people’s lives. As a leading global
medicines company, we use innovative science and digital technologies to create
transformative treatments in areas of great medical need. In our quest to find new medicines,
we consistently rank among the world’s top companies investing in research and
development. Novartis products reach nearly 1 billion people globally and we are finding
innovative ways to expand access to our latest treatments. About 125,000 people of more
than 140 nationalities work at Novartis around the world. Find out more at www.novartis.com.
Novartis is on Twitter. Sign up to follow @Novartis at http://twitter.com/novartis
For Novartis multimedia content, please visit www.novartis.com/news/media-library
For questions about the site or required registration, please contact media.relations@novartis.com
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