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Introduction

The McCormick Place Convention Center in Chicagenaul its doors today to host the 20th Annual Cotiwen
of the Biotechnology Industry Organization (BIO)h&l world's largest biotechnology event kicked afif @
global footing, with an in-depth examination intovh nations worldwide are tackling biotechnology and
developing strategies and infrastructure to helgelbg the industry. This report focuses on the meagtiatives
and reforms that have contributed to an increasechentum in the growth of the French biotech ingustnd
describes two of the most interesting drug develamrstart-up companies exhibiting at this yeartfe@nce.

Why the French biotech sector is expanding

The French biotech industry, the third largest imdpe, has strong roots in science and researdh;c@npanies
often originate from public institutes, where s¢iém projects experience long maturation. The goweent
actively fosters a high-level scientific breedingognd; with an additional billion euros in 2005 search
resources increased by more than 10% comparedQO, #0e largest increase in 10 years. Meanwhilecrsé
recent government reforms and initiatives are Inglpo transfer the resulting academic researchiimtovation
and the growth of new biotech business.

In summer 2005, France created three major biatelelbed industry clusters to leverage synergiesidsen the
country's private and public research facilitids,institutions of higher education and life sciermompanies:
Paris' Méditech Santé (for advanced medical teciyies), Lyon Biopole (specializing in infectiousseéases,
vaccines and diagnostics), and Alsace-BioValley ¢fenomics and non-invasive surgery). The governrhas
also pledged money to support several additiordlistrial clusters, including a biotech cluster lie Rhone-
Alpes region. Giving a compelling case for the ssscof the French cluster policy, representatives ffour
companies participating in such clusters discussadl their businesses are benefiting. Pascal Ne/WdEO
Faust Pharmaceuticals, recounted why the compapgated to Strasbourg in 2003 to become part of the
Therapeutic Innovation Alsation cluster, and howds benefited from being close to a number of astsvof
science, business and technology transfer. Inqodatti, he said that to grow a small company yowedeccess

to good people, new technology platforms that tetss-fertilize innovation, and academic labs teat carry
out research that cannot be done in-house. Thegansats, as well as the financial incentives oingein
France, were echoed by André Choulika, CEO of thallsgenome engineering company Cellectis, and by
representatives of two larger companies, bioMéruk Amgen.

By allowing the country's top scientists and reskars easy access to special financial and taxiives, the
government is also aiding further growth of theustly. The French Trade Minister, Christine Lagarde
discussed how recent policy changes have resuitadguably the most aggressive R&D tax system irof1
One aspect of this is the research tax credit, whitce January 2006, has amounted to 10% of aR&ia
expenditure plus 40% of the

rise in expenditure compared to that of the pastyears. Since 2004, fledgling companies have ladsm able
to adopt Young Innovator Enterprise status forrtffiest eight years, which allows a significant vetion in
payroll costs by giving a full uncapped exemptioonf employer payroll taxes provided companies spand
least 15% of their annual expenditure on R&D.

Nevertheless, all is not rosy in the region; Egastoung dubbed 2005 a year of contrast for the EheBiotech
sector. The analysts claimed that, although ban&ies and merger activities were less than expectesr 50
French biotech companies experienced difficultgancluding second and third rounds of financingluding

fairly well-established companies such as IntegraGaust Pharmaceuticals, Nautilus Biotech and Miigaln

2005, the French industry raised about EUR 150amilin venture funds, compared to nearly EUR 17Dioni

in 2004 (although some very large financings in28Rewed the totals for that year). In both 2004 2005,
about 25 companies accessed private equity, anduimber of successful first rounds of financinggeiin

2005) was comparable to that of previous years.eNbeless, the failed floatation of IDM Pharma ganl the
year halted IPOs for several months. Ernst & Yoalsp believes that developing stronger manageziant is a
key challenge for France, where the sector hasitedrrelatively few big pharma executives.



Neor phys: discovering new drugsfor pain and female sexual dysfunction

Neorphys is a niche pharmaceutical company foumid&eptember 2005 by two ex-Synt:em employees, Roge
Lahana (Neorphys CEOQ) and Karine Larbouret (Neaspl). The company is focused on two indicatiohat t

of nausea-free acute pain management, in whichtwire founders gained significant experience while at
Synt:em, and a newer indication, female sexualuhfon (FSD). Neorphys has a strong medicinal ébieyn
background and aims to use rational design to m®dilinical candidates; the business strategy béllto
outlicense candidates after phase Il clinical drial

The company has a rather interesting and unusstarizi Dr Lahana took the decision to set up a oempany
following a failed merger between Synt.em and Sopadier which Synt:em began a period of consolaigti
starting by closing down the discovery departmext by Dr Lahana. The team had been working on dpioi
receptor agonists, and Dr Lahana believed thaptbhgram still had commercial potential. Dr Lahamal &r
Larbouret, at that time a young chemist on Dr Lal'eteam, decided to establish a new company toncen
work on the target, planning to recruit additioealcolleagues from Synt:em. They have since restuitvo
further members of their old team and are in tlee@ss of hiring another.

Not wanting to put all its eggs in one basket, ags is currently investigating not only the opio&teptor
target, but also a second class of receptor relatg@hin, as well as two separate receptor tafgethe FSD
indication. Dr Lahana fully recognizes that theaipimarket is a crowded one, but states that theyidvnot be
considering this approach if the company did nateha strong scientific rationale to address the etnmedical
needs of the analgesic market - specifically tlseidsof nausea. The opioid receptor agonist prodsathe
company's most advanced, and Neorphys is currerploring several chemical series of morphine ddives
(the Neorphine series) that it hopes will providmdidates without the nausea side effects of cuopivids.
The company plans to patent its own opioid agomitsin the next 12 months or so, but is also igat@ations
with CLL Pharma (which acquired all of Synt:em'sets in December) to inlicense an undisclosed paten
covering a number of opioid agonists that Dr Lafmteam identified while at Synt.em. Neorphys isoal
considering a second class of receptor relateditg put this project is still at a very exploratstage.

The company's second target indication, FSD (forcwhhe first drug candidate will be called Neoryti
represents an as-yet unexploited and potentially luerative market, and Neorphys believes thaediifying in
this direction will help attract investors. Chris@&ros, a senior chemist who was in charge of gepthemistry
at Synt:em, will be developing the FSD project &ohphys (the most active FSD compounds that haea be
isolated to date are peptides). As a starting pole company is investigating agonists of the madartin
receptor subtypes MC3 and MC4, the best validawaptor class for this indication. After analyziag
significant number of patents filed for this indica, Dr Gros has come up with proposals for a sevies, and
the company has begun to explore the series amd pdapatent it as soon as it gets animal proafooicept.
Neorphys is also investigating a second, undisdioseeptor target for this indication.

So strong was their conviction that the projecytthere working on at Synt:em had commercial posnthat
Dr Lahana and Dr Larbouret were happy to set uprpNg@ using their own money. They have since obthin
several grants and subsidies and are planning ase dheir first financing round before the sumnikne
company is seeking EUR 0.5 million, which togethath its current reserves, ongoing grants and tten¢h
research tax credit, should give a total of EURmitlon over two years. Using this money, the camyp plans
to obtain validated proof of concept in relevaninaal models for an opioid drug candidate within t6218
months (possibly sooner if negotiations regarding Synt:em patent are successful). In paralldhojtes to
obtain some initial leads in FSD over the next tygars. A second round of financing would be reqlit@
begin GMP production and preclinical and clinicavdlopment of any candidate drugs. Meanwhile, the
company is putting in place several partnershipsluding two collaborations to secure its futurede for
validated animal models of FSD.

In the last few years of the squeezed climate inckvtEuropean pharma/biotech companies have found
themselves, the story of a company closing dowe@arment or project despite a strong team and iphogn
candidates is still, unfortunately, an all too coommone. The difference here is that key team mesnber
convinced that a project is commercially viableyéndhad the courage and been in an environmentighat
supportive enough to allow them to form their ovampany and continue with the project. Neorphys veogh
gives the impression that it has the business saeggssary to identify viable opportunities, aslvasl the
detailed knowledge of what a small start-up compaitiyneed to survive; and it will no doubt be ardresting
one to watch over the next few years.



