
Addex Pharmaceuticals utilizes its unique proprietary platform technologies to discover 
and develop allosteric modulators for human health. Allosteric modulators are a different kind of orally 
available small molecule therapeutic agent, which may offer a competitive advantage over classical 
drugs. The Addex pipeline demonstrates the productivity and broad potential of this unparalleled 
platform. The most advanced product, ADX48621 mGluR5 negative allosteric modulator (NAM), has 
completed early clinical testing and is scheduled to start Phase II clinical testing in the fourth quarter of 
2010 for treatment of Parkinson’s disease levodopa induced dyskinesia.

Our platform technologies already have been validated and generated over CHF40 million in revenues through 
partnerships with two of the top 10 pharmaceutical companies in the world. Specifically, under an agreement with Ortho-McNeil-
Janssen Inc., a Johnson & Johnson company, ADX71149, an mGluR2 positive allosteric modulator (PAM), is undergoing Phase I 
clinical testing and has potential for treatment of schizophrenia and anxiety. Under two separate agreements with Merck & Co., Inc., 
we are developing PAMs of mGluR4 and mGluR5 as drugs to treat Parkinson’s disease and schizophrenia, respectively. In addition, 
SR-One, the corporate venture arm of GlaxoSmithKline, and Roche Venture Fund have made significant investments in Addex.

Shares in Addex trade on the SIX Swiss Exchange main board under the stock symbol ADXN (ISIN: CH0029850754). 
There were 5,862,492 ADXN shares outstanding as of June 30, 2009. Addex had CHF94.5 million in cash as of June 30, 2009 and 
can fund operations through the end of 2011. Founded in 2002 in Geneva, Switzerland, Addex has a subsidiary in Archamps, France, 
and employs about 140 people.

The Pipeline chart below illustrates the productivity of the Addex platform. Although, initially, focused on CNS 
indications, Addex has adapted and scaled up the platform to focus on a broad range of clinically validated targets in three core 
disease areas: CNS, metabolic disorders and inflammation. Addex takes reduced risk. Because allosteric modulation allows Addex 
to address clinically validated targets, Addex can avoid taking target related risk when choosing the majority of new targets going into 
development. 

Our success rate in discovering orally available allosteric modulators against GPCR and cytokine receptors is very high, especially 
when considering 
that many of 
the targets for 
products now in our 
pipeline have long 
been considered 
intractable for small 
molecule chemistry. 

Our partners are 
working with us 
because, although 
they knew the targets 
that we were working 
on, they recognized 
that Addex has 
proprietary chemistry 
and proprietary tools 
for discovery and 
optimization that they 
valued highly.
 
Because Addex 
has developed 
proprietary screening 
tools the platform is 
scale-able.

Allosteric modulators are an emerging class of orally available small molecule therapeutic agents that may offer a 
competitive advantage over classical drugs. This potential stems from their ability to offer greater selectivity and better modulatory 
control at disease mediating receptors. Most marketed drugs bind receptors where the body’s own natural molecular activators (i.e. 
endogenous ligands) bind, specifically to a key part of each receptor’s anatomy called the “active site”. In short, most drugs must out-
compete endogenous ligands for the active site. By contrast, allosteric modulators are non-competitive because they bind receptors 
and modify receptor function even if the endogenous ligand also is binding it. Because of this, allosteric modulators aren’t limited 
to simply turning a receptor on or off, the way most drugs are. Instead, they act more like a dimmer switch, offering control over the 
degree of activation or deactivation, while allowing the body to retain its natural control over initiating receptor activation. Furthermore, 
with regard to the structural diversity of invented compounds, the allosteric approach generally affords freedom to operate – even on 
well-known, clinically validated targets – because the intellectual property surrounding allosteric compounds and the allosteric sites 
on receptors is most often un-exploited.



Orthosteric agonists and antagonists (not shown here) compete for the same “active site” targeted by natural activators, 
called endogenous ligands.

Allosteric modulators bind, generally in the cell membrane, a non-competitive mechanism that exerts its effects on signal 
transduction primarily after binding by the endogenous ligand at the active site.

Key properties & advantages of allosteric modulation:

•	� Allosteric modulators bind their target at a different site from en-
dogenous ligands and therefore are most influential only when 
the endogenous ligand is bound to its site on the same target at 
the same time. By contrast, classical orthosteric drugs compete 
for the same site as endogenous ligands. As results, lower affinity 
allosteric modulators may be effective where a similar affinity or-
thosteric modulator is not. Thus, allosteric modulators may have 
fewer side effects due to off-target activities compared to classi-
cal orthosteric drugs against the same target.

•	� Allosteric modulators often are devoid of activity in the absence 
of endogenous ligands. Because of this, they preserve the natu-
ral biological rhythms compared to orthosteric approaches. This 
could lead to greater safety and fewer side effects compared to 
classical orthosteric drugs against the same target.

•	� Because allosteric modulators bind on a different site compared 
to classical orthosteric drugs, Addex can create new chemical 
entities that re-address clinically validated targets – potentially 
offering improved therapeutic activity without being blocked by 
existing intellectual property.

•	� For targets where it has been difficult to make selective orthos-
teric drugs highly selective allosteric modulators can sometimes 
be identified. For example, Addex has made orally available small 
molecule allosteric modulators against the GLP-1 receptor, the 
FSH receptor or TNF receptor – for which only peptide or hormo-
nal therapies are available.

•	� It is possible to combine allosteric modulators with orthosteric 
drugs. For example a PAM could be used to potentiate an orthos-
teric agonist.
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