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Looking beyond IGF-1R, some 
companies also see therapeutic potential in 
administering forms of the IGF-1 growth 
hormone itself (Box 1). And although 
Tepezza may be the only drug on the 
market deliberately designed to block 
IGF-1R, it is not the only approved agent 
that binds the receptor: Novartis’s Zykadia 
(ceritinib) also inhibits IGF-1R, albeit with 
much lower potency than it has against 
its primary target, anaplastic lymphoma 
kinase (ALK).

A case report published last year suggests 
that Zykadia may be helpful against IGF-
driven brain tumors. But when it comes to 
Zykadia’s approved indication of treating 
lung tumors with ALK fusions, the drug’s 
activity against IGF-1R is generally seen as 
off-target, not part of any therapeutic effect. 
As Tony Mok, an oncologist at the Chinese 
University of Hong Kong who specializes 
in targeted therapies for lung cancer, points 
out: “It is hard to imagine a weak IGF-1R 
inhibition would induce dramatic tumor 

responses, which is what we usually observe 
clinically with ceritinib.”

Meanwhile, several firms are taking 
advantage of elevated IGF-1 signaling in 
cancers to deliver therapeutic payloads 
directly to tumor tissue. For example, IGF 
Oncology’s covalent conjugate drug involves 
a standard chemotherapeutic, methotrexate, 
tethered to an engineered form of IGF-1. 
Pierre Fabre has an antibody–drug conjugate 
called W0101 that combines a cytotoxic 
auristatin derivative with IGF-1R targeting. 
And Fusion Pharmaceuticals has taken an 
IGF-1R–binding antibody that previously 
entered clinical testing — ImmunoGen’s 
humanized IgG1 mAb AVE1642 — and 
attached a potent alpha-particle-emitting 
medical isotope to create a radiotherapeutic 
that localizes to tumors.

All three drug programs exploit the fact 
that IGF-1R, upon binding to its ligand or 
an antibody, undergoes receptor-mediated 
endocytosis, resulting in internalization of 
any bound molecules. Off-target toxicity 

is minimized because IGF-1R activity is 
mostly limited to internal compartments of 
the cell in vital organs such as the heart, and 
only a few tissues in the bladder, prostate 
and endometrium show low to moderate 
surface expression of IGF-1R, according to a 
preclinical study of W0101 from biochemist 
Jean-François Haeuw and his colleagues at 
Pierre Fabre’s Center of Immunology in Saint-
Julien-en-Genevois, France.

Notably, the overarching goal of this  
new crop of IGF-1R–directed therapies  
is different than what was tried before  
with Tepezza and its ilk. “We are not  
trying to block the target,” says Valliant, 
the Fusion CEO. “We’re simply using it as a 
shuttle to bring [the therapeutic cargo] into 
the cell.” ❐
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NORWAY
The Svalbard Global Seed Vault received 
seed deposits from 35 international and 

regional gene banks, national institutions and civil 
society organizations at an event in February. The most 
recent deposit brings the total number of seed samples 
stored in the vault to more than one million, and the 
number of depositors to 85.

INDIA
The not-for-profit Drugs for Neglected 
Diseases initiative (DNDi) partners with 

Novartis to develop a potential treatment for visceral 
leishmaniasis. Novartis will conduct phase 1 trials and 
clinical development of LXE408, a first-in-class oral 
compound discovered by the Swiss pharma. DNDi will 
lead phase 2 and 3 development, starting in India with 
additional trials planned in East Africa. 

UNITED KINGDOM
Imperial College London launches its first 
Innovation Fund to allow alumni and 

investors the opportunity to support the commercial 
development of its life science, engineering and IT 
startups. Since 2015, Imperial startups have attracting 
approximately $1 billion in investment. The Innovation 
Fund will be managed by Parkwalk.

FRANCE
The French Council of State rules that plant 
varieties resulting from mutagenesis must be 

regulated like GMOs if the result is greater resistance to 
herbicides, reversing a 2001 European directive 
excluding all organisms obtained by mutagenesis from 
broad GMO regulations. The decision gives the 
government six months to amend article D. 531-2 of the 
environment code and nine months to identify varieties of 
agricultural plants obtained by mutagenesis to be subject 
to the risk assessment procedure applicable to GMOs.
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