Luminy, Marseille,-France

Quels modeles d'entreprises pour les maladies rares ?
Quels sont les leviers financiers existants ?
Damian Marron

CEO
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2002 estab fisk no vef&ceenz'nj techno kjy, z'ncfucﬁ'ny(jaro(jorz’e tary anafy&e 7, giate &nner
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2003 Disco very ofcholeserc)oximes, inchuding o foso xime

2004 Cleso xime enters the clinic

" 200¢9: y;ojo/fo s fer[ﬂo y:zrjet conso rtium starts z;%fﬁaae 3 Jtucfy with o Je so xim e

" 2010 Farts olesoxime pve tafma‘tuc[y an(fﬁra‘t—z’n man with 7&40}0} in cardio foi}/
" 2010 zgjna strate gic agreem ents with Fte fio n Jtd.

Jo c[ay: Jate stage bio pharm aceuticalco mJaanyfé cused on orphan and niche with 32

emJafoyee& + an extensive netw ork ofacac[em ic coMabo rato rs
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Compound/Indication Preclinical | Phase |/1b | Phase 2 Phase 3 Approval
Olesoxime (TRO19622)

ALS (part funded by €6M EU FP7 grant)

SMA (funded by AFM)

TRO40303

Undeclared

Neurodegenerative Diseases Neurology
Multiple Sclerosis
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mocplfo& g%eno tyfzc c@ireenmj @Jaro ac/;

To identify drugs that promote motor neuron survival

block cell death %M{}, e n([;]ao nt:

U neure nal survival
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:ﬁe ad neuron

eaft/tj}/—motor nHeuron

¢ %n%arjetecf(]o/feno tyJoz’c sScCreen m <@jﬂ%ot/fer W)
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(éG nderso n)
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TROPHOS
%o(]a/fz'c c[eJarivatio nas a Jcreenfé r WJ

& az;tz'ca tro(;a/fz'cﬁzctor withdraw al co nse cutive to W@
breakdo wn: an earfy event in W& ;%

mfyje rs several de at/;fro cesses éa&faa‘e activatio n, o xid ative

stress, protein nitro Jyfatio n)
%sz Zs Ff'yﬁfy se Je ctive
@ ;Euzl;fea disco ve ry ofafffno WH ne uro tro(;a/ﬁ'c f[zcto rs

¢ Weduro trOfFic ﬁcto rs defivered b gene tran&ﬁrjoro vide d
strong pro ofofco ncept n mﬁznbﬂ al models altho ujﬁd
clinical translatio n fhas been challe njz'nj

O all co mpo unds m im icEz'nj stm ar prote ctive & resto rative
actwvitie s Cfurvivaf& ne urite o utgro w t/;) sho uld de fay motor

ne uro n cfeje neratio n
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TROPHOS
eﬁz’JeaJe models - what are tﬁey worth?

© Original Artist ““‘“““'“’;”“.“““
Reprod ll.n::ttﬁ'ﬁrghts obtainable from L
wwew CartoonStock com

; -
- l-m’

“l go home tudé} They cured rhe_ﬂsing
this new miracle drug. I'm afraid it’ll be
years before it’s approved for humans.”
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Olesoxime: céﬁcﬁl Q}%mocfefoff&m ifz'af;%

—O— velkicl sc B - — Ole so xim e 3 mj/k-j sc + rifuze fo 8 mj/fj]m 61=1 1)
. grid test survival weight
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Time (week) Age (day) Age (day)
Two-way Anova test from W14to W21 Two-way Anova test from D106 to D135
Groups p (vs Vehicle) VehiCIe_ (n=9) Groups p (vs Vehicle)
Olesoxime 0.003 O_leSOXIme (n=7); Logrank p= 0.018 Olesoxime 0.002
Riluzole 0.172 riluzole (n=8); Logrank p = 0.050 Riluzole 0.003
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Ole so xim e ﬁ r %Wto r %ouron Dise a&e) TR@*OS

Disease and market

© ﬂto r neuron degeneration Jeads to progressive Jaarafy&z’&

o Nrvival < 5 yrs.

¢ 90 ooo patients WW: orphan disease

@ &uzofe o nef}/ approved treatment; m o dest eﬁcacy o n[y ( - 4 months il Jurvz'vaf)
@ E«» alis to dem o nstrate fzﬁ -span e xtensio n b:}/ more than 6 months;

© arvivafim(]aro vem ent to jthl'ﬁJ?rem tum pricing

o

,Z'm ited number ofc[z'ajno Jz'nj/Jore Jcriﬁinjfﬁywicianw in spe cialist centres, easy to target

Clle so xtm e ne are St pro duct in t[eveﬁ»Jom ent to market

- Wik data o n survival in fo ng duration pive tal triaf in 2011

- %are&t com petitor to enter(]o/;aa“e 3 in 2011
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Ole so xim e : @njo ing mfﬁaJe 3 Jtucfy

¢ @cﬁeﬁ status in W& fﬂ
¢ %az’nj/é pivo tal triaf re g uire Jfé r registratio n CE?I;E?%}M to co fac[vz'ce)

* Do uble -bfind placebo -co ntrof/éc[&tuc[y ocfolesoxime 330mg once per c[ay as
add-on to rifuzo Je

P i ary endpoints: survival N=127 at 1 8m o nths (6—y m o nths im provement in

m e dian Jurvivaf)

%2}8ferjro up wih at 18 months; 480 patients to tal

¢ ﬂoftz’center ("‘1 5 JiteJ)in ﬁro(}ae (mﬁ{yium, Zoztsrm any, Fance, gaain)
¢ ﬁa&e 3 ongoing; JuﬁatantiaffyﬁnJefﬁy gémrant @2;0 y:zrjet)

¢ Recruitment com pleted February 2010

Efficacy results 4Q 2011
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@fe&omz’meﬁr W

Disease and market

¢ ﬁoyre sSTVe Jaarafy&z’& of.strz’at;e(['m uscle s cau&et[b:}/ mje ne deletion; z'nf[mt
onset

¢ 20 ooo patients WW? 1 new case/s.000 Hirths; orphan disease;

° Tinited number ofc[z'ajno Jz'nj/fre Jcriﬁz’njf/tj}/wicz'ana in spe cialist ce ntres

°© ﬂ?o duct sl wing or preventing Jo ss ofm uscle ﬁnctz’o n would be wiJe[y used

o anjfe triaf e xpected to support registration

o

% approve c[Jaro r[uct;Jaro ducts approve K[ﬁ r other indicatio ns are tested hut

witho ut stro ng ratio nale
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@fe&omz’meﬁr W

Developm ent —Pivotal study underway

° ODD status in Es CUSH

> Rvotal e fficacy study design discussed with ROTs and FNEA

> Do uble-bhind, placebo-controllod, 24 month study in non am bulant SMeEpatients
aged >3 years

¢ g?:z'm ary endpoint mnctz’o nal scale
¢ E’S’CO ncfar}/ enc{]ao nts %mmer&m ith scale, electro myoyraf/tjy mm

¢ cg[te rom eﬁcacyﬁti[z’ty anafyosz'es at 1 year
o MJevefoJam entfrincyaaffyﬁnJeJﬁy m@z{patz@ nt asso ctatio n)to end of

efﬁcacy Jtuzl:}/

Start October 2010: results
2H2013
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7@%3 stro ng, broad ﬂjﬂgrt]% fo

‘Gho Je stero f-o xim e chem thryJofatJ‘(‘y rm @rat me Jz'cz'nafu&e/C@:?‘Zn ethod ofucfe
cJaim J‘)

° Olesoxime ﬁ@lﬁéz 2).‘ c%ternatz'o naf@ffz'catio nﬁ/ec[z'n 2004
— cﬁng'o naf/%;tz'o nafJo/faJeJ enterefcé;ftemﬁer, 2004
© .Etrocfae, Canada, Tmﬁan, Hstrakia, Srae S and Bazif

— W2 004%)82 581 : scope includes,
¢ %ow derivative s oft”e cholest-4-en-3-omne ofﬁ rm ula éﬂ and their use as drugs

@ 37;8 use of@fe&o Xim e ﬁ@l}612} as a t[ruj, no taﬁfy as neuro pro tectant (fw
@ j‘zot/k ds of%e @z’visz’o naf).’ e xte nstve fist ofne uro degenerative diseases inc. m(w

— ;%[tfz'tio nafJoatent afJaficationﬁﬁ;)Jon :7‘207*6/7, 2006 sco pe include s,

@ Ue oft/fewe compo unds @a& cytocpro tectant

N y’@lro}o}: Fite rnatio nafz;?)ffz’catz'onﬂfec[z'n 2004

< %2 OOé‘A)Z]‘#{;#.’ c%cfuc[es JJsecz’ c claim Jﬁr carc[z'oJoro tection

<

@t/fer&(]aatentefﬂ/ec[co verz'nj new compo un([J,férm wlatio n & ot/fer(]arocfaertz'eef

Biorezo /Telethon 2 December 2010 13



A by 4
R T e
A ey TR

Biorezo /Telethon 2 December 2010 14



Tinance : $ive sto r eyuity . atcﬁefﬁy e 7 TFROPHOS

dilutive m o ne y

géS?‘Zm’&ecf&z’nce 2000
¢ €2 6.7&7‘%02@96([2’71 e quity in three major rounds to 2009

N "%’285%001'&9[[2'71 Jast efy/fteen m o nths, inc.,
— €1 oﬂzftionfaym entﬁom %tefz'on

— %:2.05‘7[;0 nvertible Jo an ﬁom kisto ric tnve sto rs

— f€6<712%’lﬁ§7§ aw ard ﬁr ?‘/170 %rjet’frocyram énc[ eﬁcacy Jtuc[:}/ n m) E

D

S

% — €6.7M AFM contract No.4 forTRO 19622 SM A efficacy trial

N

2 — %I mu/anfﬁr ’c@‘tocfo ’Joroject to advance 7@40}0} to Thaser
I

N
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TROPHOS Coordinat

The neuron company
or
1. TROPHOS
France S ME
I —————————————————————————————————————————— -““““‘_J ___________ I
_ 1 I
. i CENTRE
| ASSISTANCE HOPITAUX e N | ! !
I PUBL[QUE DE PAR[S L}l-l".‘“:.;i.-ﬁ I I JTOHANN \V(]]F(:;\N(-ﬁ(i(]PTHF I
| 1 o |
I 6. APHP-PSL 7. CHUNICE 18. CHUDUPUY : ; UNIVERSITAT |
| France France France I 3 1 PRANEFURT AM MAIN |
I = I ‘ I 5. GUF I
1 1 US FD | Germany 1
| CHU ! uk . :
! 15. CHUMTP 17.CHU-Lille | g | I
! France France 1 E3 == | !
1 | | EpernarD Karis I
| M |4 , I % 1 - UNIVERSITAT 1
UBINGEN
: -I Medizinische Hochschule C I—I A RIT E I 2. UnivMed : :
Hannover vemsATs Lo Sz 1 1 .
| France | 4. UnivTub I
11. MHH 10. CHARITE 19. UULM !
1 I 1 Germany |
| Germany ~—~—— f“ermany Germany ING'S I I
I Coffese
! LA™ I  LONDO | I
I fl! ﬁ _.‘-i | University of London 1 !
! TR . A N I I '
1 LEUVEN Hépitaux de Lyon o ae I 1 I I
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- N I T\ S |
+ Madrid sjte . . . .
A'fsess the efficacy in man of a Ex plore mitochondrial
m itochondrial targeted dysfunction in
compound neurodegenerative diseases
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TROPHOS
cgratejz'c deals with %te fio n

® Acquisition Option Agreement
€1 o%az’tfﬁr e xclusive o ption to acquire 1 oo ofy:rocp/fo& shares
® Option can be exercised at any time hefore end 2012 and at the Jatest 6o days
after receipt o fthe results o fthe ongoing pkase 3 ALDstudy
o e e price hetween %zzgﬁnJ%zygi?lTéncfuc[z’nj continge nt m e sto nes)
¢ Teverages htefion's regulate ry and commerciakisation expertise in orphan

dise ase s

© Research collaboration agreement

Jo e ocJafo 1 y;o(ja/fo JJorOJarz'e tary assay techno f(pjy

C nibmics neuro nafc[ejene ration processes in the test tube

@ %fo WS Jcreeninj ofcﬁem z'caffz[rarz’eafér molecules caJaaﬁfe ofl;fo (:Ez'nj this

Jaro cesSs

ﬁi[cﬂf o N 3;0(79/70& and %tefion e xpertise in neuro foi}/
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TFROPHOS

y@ﬂ%cﬂjﬁe cutive az‘;ajem ent
¢ cﬁam tan ﬂj‘ro n, ‘CK’)

— Txtensive biotech and pharm a e xperience. @g’&ecf) €1 75a;zznc[eace cuted deals with
big pharm a and biotech. z'ne([y;o(ja/;o Ji‘ne 2008

S Gzan;ﬂ uts %z’tﬁo[ ‘(Z?(f)

— Over twenty years in cfz'nz'cafcfevek(ym ent an([farje and m id size Ja/ﬁzrm a. Wuk
3;‘0(]9”06‘ SIHCe 2004

¢ ﬂgtrz’cf ﬁrna, tﬂ@

15 years experience inJorOJ'li' ct m anagement and no n—cfz'nz'cafc[eve/éfm ent. Zz'nec[
<7;<>Ja/7<>a in 2006

© Ghristine ﬂface z, (C’K?

Fro njﬁnancz’afexferz’ence with more than tWentyye ars in farje co m(panz’ea and
start-ups and with 3;0(79/70& stnce 2004

@ @Oﬁecca ﬂ?u&&, CXO

— 16 years z'nJa/;arm a and respo nsib le f(;r disco very anc[entr}/ mto (fevefo(]a:m ent of
numerous JrujJ in ‘Cmiz’nec[y;o(]aﬁo& n 2002.
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Waif, Mr. Gales, Your fulure is becoming clear now,
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