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NEWS

First EU PRIME designations 

The names of the first four drugs to receive 
PRIME (PRIority MEDicines) status were 
released in June by the European Medicines 
Agency (EMA).  The EMA’s scheme is 
aimed at providing drug developers with 
an enhanced early dialog to foster the 
development of innovative medicines with the 
potential to address unmet clinical needs. 
The European PRIME has analogies with the 
US FDA’s Breakthrough Therapy Designation. 
Drug developers accessing PRIME will 
benefit from “early, proactive and enhanced 
support,” the EMA says. Those mostly likely 
to benefit from the new program are micro-, 
small- and medium-sized enterprises as well 
as academia. Within a month after its March 
7 launch, the EMA received and assessed 18 
PRIME applications, of which 4 were granted 
to products being developed by biotech 
companies. One is an autologous cell therapy, 
KTE-C19, from Santa Monica, California–
based Kite Pharma, engineered with chimeric 
antigen receptors for treating diffuse large 
B-cell lymphoma. Another is a monoclonal 
antibody, NI-0501, made by Geneva-based 
Novimmune, that inhibits interferon-γ to 
treat inflammatory disorders. Mountain View, 
California–based ChemoCentryx received 
PRIME designation for CCX168, a small 
molecule that targets the C5a receptor 
of complement, involved in autoimmune 
diseases and other disorders including 
hemolytic uremic syndrome. The fourth 
drug is Biogen’s aducanumab, a β-amyloid 
removal monoclonal antibody therapy to 
treat Alzheimer’s disease. Going forward, the 
agency promises to release information on 
PRIME on a monthly basis.

AbbVie will acquire South San Francisco, 
California–based Stemcentrx in a deal that may 
be worth as much as $10 billion. The buyout 
announced in April gives the North Chicago–
based pharma the drug Rova-T (rovalpitu-
zumab tesirine). This is Stemcentrx’s most 
advanced drug and could become the first bio-
marker-directed agent for small cell lung can-
cer (SCLC), a malignancy that has not seen a 
novel treatment in several decades. Stemcentrx 
will receive $5.8 billion in cash and stock 
upfront, and up to $4 billion in cash on achiev-
ing certain regulatory and clinical milestones. 

But Rova-T’s recently presented sur-
vival data could disappoint investors, Geoff 
Meacham, stock analyst at Barclays said in a 
note to clients following a presentation in June 
at the ASCO Annual Meeting in Chicago. 
Stemcentrx showed that in a phase 1 trial of 
74 patients with SCLC, 18% achieved either a 
complete response or a partial response with 
median overall survival at 4.6 months. In 
patients who had a DLL3 expression level of at 
least 50%, 39% had a response, with an overall 
survival of 5.8 months. 

Charles Rudin, chief of thoracic oncology 
at Memorial Sloan Kettering Cancer Center in 
New York City, who presented the data at the 
meeting, says the results are “substantially bet-
ter than we would expect” with conventional 
therapy. One-year survival of patients on 
Rova-T was 32% compared with the 12% his-

torically seen with the chemotherapeutic agent 
Hycamtin (topotecan) from GlaxoSmithKline, 
the current standard of care, says Rudin. SCLC, 
a pulmonary neuroendocrine tumor, accounts 
for about 10–15% of all lung cancers, according 
to the American Cancer Society. It is among the 
most difficult cancers to treat. 

Rova-T is a Trojan horse. The antibody–drug 
conjugate is made up of three components: an 
antibody, a linker and the active chemotherapy, 
DNA-damaging pyrrolobenzodiazepine dimer. 
The anti-DLL3 humanized monoclonal anti-
body attaches to the cell, and the cytotoxic 
agent is then swept into the tumor. 

Evidence implicating DLL3 in SCLC has 
been mounting. Normal DLL3 expression is 
highest in fetal brain but, in adulthood, it is 
present in SCLC and other lung neuroendo-
crine tumors that develop mainly in patients 
with a history of smoking (Thorac. Surg. 
Clin.  24,  257–266, 2014). DLL3 presence is 
associated with the transcription factor ASCL1, 
known to be implicated in fetal lung develop-
ment and activated in human SCLC tumors 
(Cancer Res. 69, 845–854, 2009). 

DLL3 also contributes to the neuroendo-
crine cancer phenotype by acting as a ligand 
for the Notch pathway, which is downstream 
of ASCL1 and is also dysregulated in many 
cancers. Rova-T does not inhibit DLL3 or the 
Notch pathway; it just uses DLL3 as a way to 
hitchhike into the cell and deliver its load of a 
chemical toxin that kills the cell from inside 
(Sci. Transl. Med. 7, 302ra136, 2015).

As an antibody–drug conjugate, Rova-T is 
comparable to Roche’s Kadcyla (ado-trastu-
zumab emtansine), a monoclonal antibody–
drug conjugate to treat HER2-positive 
metastatic breast cancer, says Scott Dylla, CSO 
at Stemcentrx and one of the company’s found-
ers. There is one strategic difference, though. 
Because DLL3 is a target not expressed in nor-
mal tissues, the chemotoxic agent works only 
on cancer stem cells, which maximizes the effi-
cacy and minimizes the toxicity of the drug, 
according to Dylla. 

“We think we may be able to focus therapy 
on patients that will benefit,” says Rudin. 
AbbVie is planning to study Rova-T across 
multiple solid tumor types that express DLL3, 
including metastatic melanoma, glioblastoma 
multiforme, prostate and pancreatic cancers. In 
addition to Rova-T, Stemcentrx has four early-
stage compounds targeting solid tumors, and a 
stem cell technology platform to identify and 
screen targets.

Eva von Schaper Munich
Smoking causes most cases of SCLC, a highly 
malignant form of lung cancer. 

Stemcentrx bags $5.8 billion, even as 
Notch agent underwhelms 

“Being honest in Silicon Valley is 
like being the one member of an 
Olympic team that isn’t on steroids.” 

An anonymous health tech entrepreneur 
reflects on the “culture of spin” in Silicon 
Valley. (Fast Company, 16 May 2016) 

“They’re victims of their own success: 
big biotech has seen enormous growth in 
recent years, but those growth rates are 
hard to sustain.” Ellen Licking, senior 
analyst at Ernst and Young, comments on 
how big biotechs are feeling pressure to 
stay as innovative and fleet-footed as their 
smaller counterparts. (STAT,  
6 June 2016) 
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