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NEWS

Checkpoint IDO draws  
$1 billion 
NewLink Genetics and Genentech of S. 
San Francisco entered a collaboration in 
October worth in excess of $1 billion to 
develop NewLink’s immune checkpoint 
inhibitor. Genentech is paying the Austin, 
Texas–based biotech $150 million upfront for 
an exclusive license to develop NLG919, an 
indoleamine 2,3-dioxygenase (IDO) pathway 
inhibitor, currently in phase 1 in solid tumors. 
IDO is one of several immune response 
checkpoints that may be involved in tumor 
immune escape. Increased IDO expression by 
antigen-presenting cells leads to tryptophan 
depletion, resulting in antigen-specific T-cell 
anergy and recruitment of T regulatory cells. 
NewLink’s IDO blockers are small molecules 
that can be used alone or in combination 
with other cancer therapies.  NewLink is also 
actively enrolling patients for phase 2 trials 
with indoximod, another IDO pathway inhibitor, 
in combination with Taxotere (docetaxel) in 
metastatic breast cancer and prostate cancer. 

Pfizer joins PD-L1 pursuit
Pfizer shelled out $850 million upfront 
to Merck KGA for rights to an anti-PD-L1 
antibody currently in phase 2 to treat skin 
cancer. Milestone payments to the Darmstadt, 
Germany–based pharma for MSB0010718C 
could reach $2 billion based on the drug’s 
successful development. Merck KGA originally 
licensed the antibody from the 20-year old 
antibody pioneers Morphosys, of Martinsreid, 
Germany. Merck’s MSB0010718C, rivals 
Astra Zeneca’s MEDI4736, an anti-PD-L1 
antibody in phase 3 for treating lung cancer. 
Pfizer’s move is fuelling speculation that the 
New York-based pharma has cooled on the 
idea of making another bid for London-based 
AstraZeneca.

Novartis unloads flu vaccine 
unit
As part of its plan to focus on its core assets, 
Novartis has sold its global influenza vaccines 
business to Australia’s CSL for $275 million. 
Earlier this year, GlaxoSmithKline paid 
$5.25 billion plus potential milestone 
payments and royalties for Novartis’ vaccines 
business, excluding flu. CSL plans to combine 
the Novartis unit with its bioCSL subsidiary 
to create the second-largest supplier in the 
$4-billion global flu vaccine industry. The 
deal is expected to close in the second half of 
2015, pending regulatory approval.

pany’s vaccines can be taken without addi-
tional drugs such as cyclophosphamide. Also, 
using a plasmid instead of engineering genes 
directly into the Listeria backbone means that 
each bacterium can contain anywhere from 
10 to 80 copies of the antigen gene, making 
the vaccine able to elicit a potent immune 
response at lower doses than Aduro’s, says 
Petit. A single therapy is also easier to combine 
with other drugs such as checkpoint inhibi-
tors, he adds.

In a phase 2 trial of Advaxis’ lead therapy, 
ADXS-11-001, in recurrent cervical cancer, 

32% of patients tak-
ing the immunother-
apy survived longer 
than 12 months; 
only 15% of women 
survive recurrent 
cervical cancer 
after 1 year of stan-
dard care, accord-
ing to the company. 
Advaxis is partner-
ing with Biocon 
of Hyderabad, 
India, and Global 
BioPharma of 

Taiwan to advance its pipeline. 
Academic researchers are studying other 

pathogenic bacteria such as Salmonella as 
cancer vaccine delivery vehicles; Quebec City–
based Aeterna Zentaris has a Salmonella-
based prostate cancer vaccine in preclinical 
stages. However, Listeria research is more 
advanced, says Wood, because of its life cycle. 
“One major advantage of Listeria is that it 
readily gets into and thrives in the cytosol of 
antigen-presenting cells,” he adds. It is early 
days, but the revived interest could be war-
ranted. That Listeria-based vaccines have 
shown “improved or similar efficacy to stan-
dard care with far fewer adverse events is 
incredibly promising,” says Wood.
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pancreatic cancer cells, fused to a portion of 
the Listeria actA peptide. A phase 2a trial in 
patients with pancreatic cancer infused with 
CRS-207, in addition to the company’s GVAX 
immune stimulant, survived an average of 6.1 
months versus 3.9 months for patients taking 
immune stimulant alone (J. Clin. Oncol. 32, 
2014, in the press). Patients also took low-
dose cyclophosphamide to inhibit regulatory 
T cells that dampen the immune response.

In July, the US Food and Drug 
Administration granted the CRS-207-GVAX 
combination therapy breakthrough status in 
pancreatic cancer. 
Because the treat-
ment met its primary 
efficacy endpoint, 
the company stopped 
the trial early but 
extrapolated a 24% 
1-year overall sur-
vival for patients tak-
ing the combination 
therapy versus only 
12% for those taking 
immune stimulant 
alone. The posi-
tive data compelled 
Janssen to team up with the biotech on other 
cancer applications, says Thomas Dubensky 
Jr., Aduro’s CSO.

Advaxis is the only other company that also 
has Listeria-based cancer vaccines in clini-
cal trials (Table 1). Advaxis’ platform uses a 
live, attenuated Listeria platform genetically 
engineered to minimize toxicity by deleting 
the prfA gene and then adds multiple copies 
of a plasmid that encodes a fusion protein 
sequence of the listeriolysin O molecule (an 
immunostimulant) joined to the antigen of 
interest. These features differentiate Advaxis’ 
vaccine from Aduro’s not only technically 
but also clinically, says Robert Petit, CSO at 
Advaxis. That the immune stimulant is fused 
to the antigen of interest means that the com-

Table 1  Selected Listeria monocytogenes–based vaccines in clinical trials.
Company Vaccine indication Antigen Status

Advaxis
ADXS-HPV

Cervical cancer
HPV16 E7

Phase 2

Head and neck cancer; anal cancer Phase 1

ADXS-cHER Canine osteosarcoma HER2 Phase 1

Aduro
CRS-207

Pancreatic cancer
Mesothelin

Phase 2

Mesothelioma Phase 1

ADU-623 Glioblastoma multiforme NYESO-1; EGFRvIII Phase 1

Source: http://www.advaxis.com/clinical-pipeline; http://www.adurobiotech.com/pipeline.aspx

“Emotion is what drove the passage 
rather than looking at it and saying this 
is what will be good for the community in 

the long run.” Maui County Mayor Alan Arakawa 
comments on the passage of a moratorium 
on the cultivation of GM crops passed by 
the electorate despite heavy spending 
by Monsanto and Dow AgroScience.  
(KITV.com, 5 November 2014)

Academic researchers are 
studying other pathogenic 
bacteria such as Salmonella 
as cancer vaccine delivery 
vehicles; Quebec City–
based Aeterna Zentaris 
has a Salmonella-based 
prostate cancer vaccine in 
preclinical stages.
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