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Item 7.01 Regulation FD Disclosure.

On September 26, 2016, Flamel Technologies S.A. (the "Company") hosted a meeting for investors and analysts in New York City. A copy of the Company's
complete slide presentation used at the meeting is being furnished as Exhibit 99.1 to this Current Report on Form 8-K. As previously announced, the meeting
was webcast live and was accessible through the Investor section of the Company's website at http://www.flamel.com/investors. A replay of the meeting, together
with the complete slide presentation, will be archived and available for at least 30 days on the website following the event.

The information responsive to Item 7.01 of this Form 8-K, including Exhibit 99.1, shall not be deemed "filed" for purposes of Section 18 of the Securities
Exchange Act of 1934 (the "Exchange Act") or otherwise subject to the liabilities of that section, nor shall it be deemed incorporated by reference in any filing
under the Securities Act of 1933 or the Exchange Act, except as may be expressly set forth by specific reference in such a filing.

Item 9.01 Financial Statements and Exhibits.

(d) Exhibits

99.1 Form of Slide Presentation of Flamel Technologies S.A. as of September 26, 2016.




SIGNATURES

Pursuant to the requirements of the Securities Exchange Act of 1934, the registrant has duly caused this report to be signed on its behalf by the
undersigned hereunto duly authorized.

FLAMEL TECHNOLOGIES S.A.

By: /s/ Phillandas T. Thompson
Phillandas T. Thompson
Senior Vice President, General Counsel and Corporate Secretary
Date: September 26, 2016
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Forward Looking Statements

This presentotion mov incluoe “forword-fookin g statements” within the meaning of the Frivote Securities litigotion Reform Act of
1985 Al stoterme nis herein thot are not cleardy Ristodcol in notuse are forward-lodking, ond the words “onticigote,” "nssume,”
“helieve,” Yexpect,” Yestimaote, " "alon,” will,” "maw” ond the negotive of the se ond smilfor expressions genercfiv identifv forvord
looking stotements Al forworo-looking statements involve dsks, uncertointies cnd confin gendies, many of which ove bevond
Fomel’s contral ondcould couse aotuc e sults to differ motedcliv from the results contemplote d in such forword-fooking
stotements The se dsks, uncertointies and conin gencies incluoe the rists seloting tor our dependence on o snofll number of
aroducts and custome rs for the mojority of our revenes; the possibilite thot our Bloxiverz 8 on d Vegculep ® products, which ore not
patent grotected, could foce substontiol competifon resulting in o loss of moardet shore or forcing ustoreduce the prce s we chorge
for those products; the possihility thot we could foif to successfulfy comple te the resenrch ond development for the bwo pigeline
productswe ore ewalucting for potenticl cpplication to the FDA pursucnt fo our “uncpprowe d-to-ooproved” strote gy, or Hot
covnge Btors could com glete the develoament of such groducts on d aople for FOA ooorova! of such products before us; our

e gendence on the performonce of third garties in gartnershigs or strate gic alficnce sfor the commemidizoton of some of our
groducts, the possibility that our groducts mown ot &£ och the commerciol modet or gan modet ooceptonce; ourneed toinvest
substomticd sums in resecrch and developmentin order to remoin competitive, our g8 gendence on certoin sngle provide ms for

e welomment of several of our drug oe five rv plotfosn s ond groducts; our degendence on o fimited namber of supglers to
monufoctuse our products on d to deliver certoin rose imotedols used in our products; the possibifity thot our competors moy

oe wlon cnd morket technologies or products thot e move effective or sofe rthon ours, or olitoin s gulotory coprovel ond morke t
such techndogie s or products be fore we do; the chefiengesin protecting the intellectucd property wn dedvin g our drug delive ry
dlotforns and other groducts, our oe gendence on kew gersonnel to exscute owr business glon, the armount of oddtion of costs we
wilf incur to cormale with U5 secudtie slows as o asuft of our ceosing to qualife os o foreign prAvate issuer; ond the othe r Fisks,
wce rtoin ties ond contin gencies descAibedin the Compony’s filings with the U5 Secusitie s ond Exchonge Commission, including our
chnucd report on Form 102K for the veorended December 31, 3015, off of which filings are also avdfoble on the Com pony’s
wehsite, Aomel wdertokes no obfigotion to updote its forward-looking stoatements as oresult of new inform ation, futuse e vents or
cthe rise, exce gt os reguired by fow
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Flamel Research and
Development Update

David Monteith PhD, Vice President — Research and Development

September 26, 2016
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Presentation Outline

* Flamel’s Proprietary Drug Delivery Platforms
= Micropump

= LiquiTime

Trigger Lock
Medusa

* Once Nightly Sodium Oxybate

* Product Profile
® Studies Conducted To Date
= Phase lll Narcolepsy Trial — Status

(£]
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Flamel’s Proprietary Drug Delivery Platforms

Flamel’s Proprietary Drug Delivery Platforms

Advanced Formulation and Delivery Platforms for Better and Sater Drugs

'

Micropump*® ( LiquiTime
Modited/Controlled Modifiad /Controfled
Bolrase of Salld Ol Dugs Releasze of Liguid Oral Crugs
* f

ecnnologies
' Medusa™ | Trigger Lock™
Maditled/ Controlled Abuse-Resislant
Release of Injeetable Dnigs Mindfied/ontrolled ltelease
| Harcofice Opinid Anslesics
b e %, -
9 e icropurng, LiquiTime, Trigger Lock and Weduss aretrademarks of Flammel Ireland Ltd,
FLAMEL September 26, 2016 5
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~ w4 Micropump®
"«Drug Delivery Platform

Modified/Controlled Release
of Solid Oral Drugs

L £]
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Micropump®

Micropump® allows development of modified andfor controlled release of sclid, oral
dosage formulations of drugs
* Derivative LiquiTime® allows development of modified/controlled release of liguid
formulations

«  Derivative Trigger Lock™ allows development of tamper-resistant modified/controlled release
formulations of narcetic/opioid analgesics

Versatility of Micropump?® allows development of differentiated product profiles (SR / DR
formulations) under various dosage forms:
= Capsules, tablets, sachets {sodium oxyhate) Coated microparticles
« Oral liquid suspensions [LiquiTime®)

Unique formulation usad for different dose strengths and forms
*  Same drug with different release profiles or
* Two or more drugs with tailored release prefiles for combination therapy
+
Widely used and
accapted excipients

(£
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Micropump® Platform at a Glance

*  Extendedfdelayed release of drugs throughout Gl Tract

*  Precise pharmacokinetics of single or combination drugsin various formats

* Numerous Micropump®-based products have been successfully tested in human

clinical trials

Commerclal tage
nlatforrm approved inthe USA
and EU
Varlous dosage forms Widely used anc
{tablet, capaale, sachet; liguid) accepted excipients

Cormbination of

rmultiple releass profiles.andfor Rapid developrment passibie

miltinle active ingredient s

Taste-masking properties Patent protection

(£
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Microparticles for Controlled/Modified Release

Granules
drug granulate or
layered neutral core
Coahing
D ffuslzn Contrel
I inde pe nicent!dependent
Irr emin ity proserved during G Lrack
trEnsit
[nnlp'rulhlirl_',l
Mecharcal propertles

framdare
Layered cora

Flarnal's MICADPUMI techrolapy consists
o @ iyl ple-dusis 3 psberm cont gining from

5,000 1o 50,000 microparticles

e THI-SLH {11 e

Microparticles dispersed in the stomach, pass into the small intestine where each
microparticle releases drug at an adjustable rate over an extended period of time
{up to 24 hours)

*  Drug released atadjustable rate contralled {time dependent release: SR coating)
and/or delayed {pH and time dependent release: DR coating)

Micropump® microparticles can be used separately or together to provide highly
specializad delivery profiles

£
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Micropump® — Key Benefits

* Extended release in the Gl tract up to 24 hours allowing plasma levels to be extended
* Potentially improved efficacy (by extending therapeutic coverage)

* Potentially reduced toxicty andfor side effects (by reducing Cmax or by reducing intra- and inter-
patientwvariability)

* Improved patient compliance (reducing frequency of administration)

* Applicable to poorly soluble (= 0.01meg/fL, highly scluble (> 5002/L), low dose (e.g. 4 mg) or high dose
{2g. 1,000 mg) drugs

* Good mouth feel

* Taste masking properties

&

Patent protection

L]
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N LiquiTime®
88~ Drug Delivery Platform

Modified/Controlled Release
of Liquid Oral Drugs

£
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LiquiTime®

L £]

FLAMEL

Readily scalable to commercial guantities
Easy to swallow, good mouth feel, taste masked - dose flexibility while maintaining
accuracy and safety

Applicable to:

Pediatric®
LS population youngar than 18 years old =
Femillion in 2019
5% of houssholds with children under 12
purch ased an OTC pain reliever over the past 12
rnonths

‘Sales of OTC pediatric product in the US

—41.6B in 2013519 B estimated in 2018)

1 07E Pediatrics — US* (March 2014, Mintel)

Allowes development of modified/controlled release liquid formulations for patients
having i=sues swallowing tabletsfcapsules
Mot limited to working solely with fonic drugs as with resin-complex based
technologies

Geriatric

510 million people > 60 years ih 2012

2 hillion expected in 20602

In 2010 approximately 45506 of the

prescriptions were written for people azed 60

and above and one in three patients mnk at
least 5 drugs or more on a daily basis in the

United States®

2 Wiarld Health Craanisrtion

# “Gerigtric Medicine Worket - Glabal industrp Anaiysis, Size, Share, Grawdn, Trends ond Farecast, 2013 — 2019+

Transparency \darket fesearch
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LiquiTime® — Key Benefits

L £]
FLAMEL

Easy to swallow, taste masked and good mouth feel

Applicable to wide range of drugs, not limited to ionic drugs as with resin-complex based technology
Combination of immediate release and extended release kinetics possible

Combination in the same formulation of different drugs with different release kinetics possible
Widely used and accepted excipients

Readily scalable to industrial scale

Clinical Proof of Concept achieved in humans (ibuprofen and guaifenesin)

Patent protection

September 26, 2016
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Update: Ibuprofen and Guafenesin LiquiTime® Products

* |buprofen
= 12 hour profile developed for pain/fever
= Regulatory pathway deemed high risk and high cost

= Guaifenesin

= Successful pilot PK study reported in March 2015
= Second PK study ongoing
= Update anticipated in early 2017

]
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;ﬁ;f . Trigger Lock™
N e A
"ﬁ Platform

""*'. .-+t -1-1

Abuse Deterrent Extended Release of
Opioids

L
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Trigger Lock™ for Abuse Deterrence

—
*  Drug loaded Micropump® microparticles
Sustained Release (SR) microparticles individually polymer coated which are resistant to
crushing
*  Viscosifying ingredient(s)
To prevent abuse by injection after extraction in a small volume of solvent
*  Quenching ingredient(s)
To prevent extraction in large volumes of liquid {(forming a complex with the opioid preventing
its solubilization in aqueous/alcoholic media)
=» Each microparticle retains its polymer coating
= Trigger Lock™ is virtually impervious to crushing
o
FLAM EL September 26, 2016 16




Abuse-Deterrence Category | Studies: in vitro Testing

Physical manipulation

Raute specific Chemical manipulation Routa

snarting spacific
Extmetion@Er | 1V Injection

Fr227 Much
R Mot Better Better Better Bettar Better

wE, | W@Em Better

Better Better Better Similar/ Better Mugh

| Better Better

T BT Roon Tempergtine

= Trigger Lock™ hasthe potential to be more resistant to manipulation and abuse
than formulations of opicids that are currently available.

= Trigger Lock™ should be eligible for labeling regarding abuse-deterrent properties

L
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FT227 Clinical Development

CLINICAL DEVELOPMENT

Comple‘ted Dngoing
+ FT227 studied in 30 healthy volunteers across Akohol intemction study
2 studies

+ No safety or tolerability issues Complated

» Profile of Prototype 1 is consistent with the PIND Meeting with FDA: WRO

S06(h1[2) pathway (Whriting Respon se Only]: Next step PARTNER
- Bioaguiralent to Exalgo on AUC and Crmax in : _5C5bi23 appropriate

fasted state +" BE neaded at 2 doses {bracket)
" Bioequivalent to Exalgo on AUC in fed state ¥ PMRs needed

" No Food effect expected

I + Exploratory in vitro Abuse-Deterrence testing : Good results on extradion and syringability |

L £]
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- (HLS G MedUSaTM
!Wﬂ Drug Delivery Platform

Modified/Controlled Release
of Injectable Drugs

L
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In Vivo Drug Release from Medusa™ Depot

|
:\
Depot formation Release of the un.nTndlfii.ad drug by diffusion, dl.saggregatlm of the depot
and competition with endogeneous proteins orer several days
§ i
Injection Day 1 Day X+
O Orug E: E Glutamic acid —%‘ Vitamin £
Matural and safe cu:ulmpnn ents disappearing pru:gressiuel\,r
0 "By adjusting pokimer concentration and/or ions content

FLA.M E.L September 26, 2016




Phase |b Outcome

£
FLAMEL

Safety of exenatide MPF excellent up to 4 weekly administrations of 140 mcg dose in
12 T2DM patients, 30 healthy volunteers ad ministered with escalating doses up to 140
mcg

The 1st administration leads to continuous release of exenatide ohserved over a
period of 14 days with relative bioavailability close to 100%.

All biomarkers and surrogate endpoints consistent with effective exenatide MPF after
4 weekly administrations

PD performance of exenatide MPF is very good in comparison to marketed products,
Victoza® (liraglutide IR gold standard) and Bydureon® (exenatide SR}, on primary (FPG
and HbAlc) and secondary (body weight) therapeutic measures

Next Step - Partnering

September 26, 2016
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Once a Night Sodium Oxybate

(Extended Release Sodium Oxybate Granules for Oral Suspension)

L £]
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Micropump®

Micropump® allows development of modified andfor controlled release of sclid, oral
dosage formulations of drugs
* Derivative LiquiTime® allows development of modified/controlled release of liguid
formulations
«  Derivative Trigger Lock™ allows development of tamper-resistant modified/controlled release
formulations of narcetic/opioid analgesics

Versatility of Micropump?® allows development of differentiated product profiles (SR / DR
formulations) under various dosage forms:
= Capsules, tablets, sachets {sodium oxyhate) Coated microparticles
« Oral liquid suspensions [LiquiTime®)

Unique formulation usad for different dose strengths and forms
*  Same drug with different release profiles or

23

]

=

* Two or more drugs with tailored release prefiles for combination therapy
&
Widely used and

e .2
{..-

accapted excipients

(£
FLA.M EIL September 26, 2016




Once Nightly Sodium Oxybate

|
Therapeutictargat Cataplexy and excessive daytime sleepiness in patients with narcalepsy
Com petitor Hyrem @
Technology® Micropump®
Once at night (2hrs after evening meal)
Dosage Form Granules far oral suspension
45z —6g 75z 9z

Packaging Stick-pack with child-resistant properties
Dosage units 455 6z —75zand9g
Market us
Regulatory pathway 505 [bl[?]
PK Target PK Profile targets a lower Cmax than Xyrem second dose with comparable BA

o (BA/BE, Cmax, Tmax) for full night’s dose

FLAM E.L September 26, 2016




FT218 Expected Dosing

I

Xyrem®

— 1%t dose taken at bedtime

— 2" dose on the nightstand

to be taken 2.5 to 4 hours later
FT218
Only one dose at bedtime!
L £]
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FT218 Advantages

Single Dosa Nightly Formulation

»

Easier for patient (and partners)

Avoidwaking up in the middle of the night and disruption of sleep
Awvoid unattended dose available on nightstand

Avoid rising and moving in middle of the night {hathroom, kitchen]

Lesswater / night cormpared to 2 doses— potentially fewer incidents of necturnal enuresis

Potential Benefits

Potertially better overall patient outcome
Less side effects due to lower Cmax, particularly avoiding 2™ higher peak {closar to morning)

Potertially lowerside effect profile allows patient to titrate to effective dose

Dosage form [granules for suspension)

L

f
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More corvenient for travelling (powder, not liguid > 100ml}

Individual dosesin child—resistant packaging

September 26, 2016 X%




Summary of PK Data

+  Extended Release Sodium Oxyhate Granules for Oral Suspension has been studied in 40 healthy
volunteers to date across 2 studies

= Results of these studies at 4.5g show:

+ Expected onset of action similar to Xyrem®

v C,._, lower than the second dose of Xyrem®

v Comparable AUC on dose for dose basis

“"Mean blood concentrations at 7 and 8 hours post dose similar to Xyrem®

+ No adverse events or tolerability issues

* bgand 7.5g performed in line with PK expectations based on 4.5g dose

= Profile is consistent with target product profile of a once nightly administration

L]
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FT218 — Project Progress to Date

Wy

® 0w Om Om ® By

.

£
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Successful Results from the First PK study with 3 prototypes

Successful Results from 2" PK study with 2 prototypes and up to 7.5g

Optimized formulation

Phaze Il protocol development and CRO selection

P-IND Meeting

IND and SPA submission (March 2016) - WHP Eurcpe and Canada submission (Apr 2018)
IND and Canadian approwval {May 2016) —VHP approval (July 2016)

Study site selection and contracting

Site Initiation Visits started (Sep 2016)

September 26, 2016 e




FT218 — Phase lll Narcolepsy Trial Current Status

* Phase lll study designed and approved to start in US, Canada and
several European countries

* Product scaled and available to start Phase Il study

= 56 study sites selected and in various stages of readiness for trial
initiation

* First web based Investigator Meeting conducted on Sep 1%, full EU and
US Meetings planned in September and October

= First clinical site initiation visits conducted September 2016 in Canada

Patient Recruitment Phase Initiated |

L]
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Narcolepsy
Clinical Features

Todd J. Swick, M.D.

Assistant Clinical Professor, University of Texas Health Sciences Center,
School of Medicine-Houston

L]
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Narcolepsy

* Lifelong neurologic/sleep disorder characterized by the disruption of
the boundaries between sleep and wake states

= Classic pentad of signs and symptoms:

= Excessive Daytime Sleepiness (EDS)

Cataplexy
* Hypnogogic hallucinations

Sleep paralysis

Disrupted nighttime sleep [DNS) [nocturnal sleep fragmentation]

L]
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Narcolepsy

* Ancillary symptoms:

= Automatic behavior

Loss of concentration and memory

® Visual symptoms (blurred vision)

* There are 2 distinct groups of patients with narcolepsy:

® Those with cataplexy (Type I Narcolepsy as per ICSD-3 classification)

= Those without cataplexy (Type 2 Narcolepsy as per ICSD-3 dassification)

* Can coexist with other sleep disorders

£
FLAMEL

Obstructive Sleep Apnea

Restless Legs Syndrome

Periodic Limb Movements in Sleep
REM sleep behavior disorder

Nocturnal eating disorder

September 26, 2016 32 I




Narcolepsy

* Sleepiness is usually the first symptom

= Defined as the irrepressible urge to sleep

= Daytime lapses into sleep (sleep attacks)
* Differential dx

= Sleep deprivation

= QObstructive Sleep Apnea

= Narcolepsy Type 1 {with cataplexy)

= Narcolepsy Type 2 (without cataplexy)

= |diopathic hypersomnia

= Recurrent hypersomnia (Kleine-Levine Syndrome)
L]
FLAMEL




Cataplexy

—
= Episodic weakness without altered consciousness lasting Evellds 5 | an * Fucial sagging
seconds to minutes and precipitated by excitement or d o e
. Head drop » w ed speech
emotion 4 Jow wookness
» May occur several times/day or a few times/fyear 4 2 & Vediiinais
in arms,
* Sagging of face, eyelid, or jaw; dysarthria (slurred speech- i
particufarly in chifdren); head drop; blurred vision; knee
bucking; “drop attack” ‘] t"
+ Can be unilateral ‘
» Episodic blurring of vision a ’ s

+ Laughter is the most common trigger but can also be
triggered by fright, excitement, fear, orgasm

*  Usually develops within 3 years of EDS symptoms, but may
develop 10-40years later

L]
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Sleep Paralysis

* The inability to move for a few seconds or minutes during sleep onset
or offset

= Often occurs in normal individuals on a relatively rare episodic basis
but is far more common and almost universal in narcoleptics

* Paralysis ends spontaneously (fear reaction is most common) or after
mild sensory/tactile stimulation

(£
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Hypnogogic Hallucinations

* Vivid, “waking dreams” that occur during transitions between sleep
and wakefulness

= Hypnogogic (occurring at sleep onset)

= Hypnopompic (occurring upon awakening)

* May accompany sleep paralysis or occur independently
* May be tactile or auditory

* Some awareness of surroundings is preserved

* Differentiated from dreaming during sleep

(£
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Narcolepsy-Age of Onset of Symptoms

* Onset between ages 15 and 30
in 60% of patients

* Age range from 5 to 63

* Median age of 22 i
* Onset of cataplexy ages 9 to 68 ]
* Hypnagogic hallucinations ages T -
9 to 65 | o~

* Sleep Paralysis ages 10 to 58

dg=atormstof mrolEy intwo larges po puatio s of pEtiens in Facs and Quebec. Dawvilliers Y,
Mortpliicl, =t al. Neurology 200 1; 57 2029-20583,

L]
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Hypocretins {(Orexins)

* Human narcolepsy/cataplexy (Type 1 Narcolepsy) is caused by loss of
hypocretin {orexin) neurons in the dorsolateral hypothalamus {70,000

neurons in a paired set)

* Thought to be caused by an autoimmune process directed specifically
against hypocretin neurons in the hypothalamus (not by a mutated

gene)

= The canine form (e.g., Doberman Pinchers) of narcolepsy is caused by a single
mutated hypocretin receptor 2 gene in an autosomal recessive pattern

D Lecea L, Kilduff TS, PeyronC,etal, The hypocretins: hypothalamic-specific peptides with neuroe gcitatony activrity, Proc Mat! Acad Soi LIS A 1598, 95827,

(£
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Hert loss as

Normal
the cause of

hypothalamus

harcolepsy

Abnormal

structure :

and severe "-’\ Normal

. \ L Hert

:-TS:tOf }\ . p:ptide
c

peptide ‘ staining

staining &

§ -
4 o |

¢» Hypocretin (Orexin) Cell Loss as the cause of narcolepsy vs. normal tissue j
=)

FLAMEL
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Measuring Sleepiness as an Endpoint for Efficacy of EDS Treatment

* Subjective scales

= Stanford Sleepiness Scale

= Epworth Sleepiness Scale

* Objective Testing

= Polysomnography/Multiple Sleep Latency Testing (PSG/MSLT)
= Maintenance of Wakefulness Test (MWT)

(£
FLAM EL September 26, 2016 a0




Classification of Narcolepsy

* ICSD-3 {American Academy of Sleep Medicine-2014)
= Narcolepsy Type 1 [Narcolepsy with Cataplexy]

* Patient has daily periods of irrepressible need to sleep or daytime lapses into
sleep occurring for >3 months

» Cataplexy and a mean SOL of <8 min and >2 SOREMPs on an MSLT (a
SOREMP on the preceding night's PSG can substitute for one of the SOREMPs
on the MSLT

OR
* CSF HYPOCRETIN-1 concentration of <110 pg/mL

American Academy of Sleep Medicine. International (assification of Sleep Disorders, 3™ ed. Darien, IL: American Academy of Sleep M edicine,
2014.

(£
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Classification of Narcolepsy

* ICSD-3 (American Academy of Sleep Medicine-2014)

= Narcolepsy Type 2 [Narcolepsy without Cataplexy] (A/l criteria must
be met)
» Patient has daily periods of irrepressible need to sleep or daytime lapses into

sleep occurring for >3 months

Mean SOL=<8 min and >2 SOREMPs (a SOREMP on the preceding PSG can
count as one SOREMP for the MSLT)

Cataplexy is absent
CSF has NOT been measured or is >110 pg/mL

The hypersomnia is not better explained by another sleep disorder, medical,
psychiatric or neurological disorder

£
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Incidence of Narcolepsy

* Data from the Mayo Clinic from {1960-1989)

= Narcolepsy without cataplexy (1.37/100,000)
= Narcolepsy with cataplexy (0.74/100,000)

* Following 2010 {(post HIN1 infection/immunization) there was a
profound increase in the incidence of narcolepsy with cataplexy

* Finland saw a 17 fold increase in the incidence in children ages 2-17 and
adolescents from 17-19 years of age saw a three fold increase

= Sweden saw the incidence rise in 2-17 year olds from 0.26/100,000 to
6.6/100,000 a 25 fold increase

£
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Narcolepsy Management

* Treatment of excessive daytime sleepiness (EDS)
= Stimulants (methylphenidate, amphetamines)
= modafinil (Provigil®)-racemic mixture of “r” and “s” forms of modafinil
= armodafinil {Nuvigil)-pure “r” isomer of modafinil

* Treatment of Cataplexy

= Tricyclic antidepressants (TCAs)
= Selective Serotonin Reuptake Inhibitors (SSRIs)
= Selective Serotonin Noradrenergic Reuptake Inhibitors (SSNRIs)

* Both EDS and Cataplexy
= Sodium Oxybate

(£
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Goals of Treatment

* Reduce daytime sleepiness
* Reduce/eliminate cataplexy

* Control ancillary symptoms

= Nightmares and unpleasant frequent dreams
= Hallucinations
= Sleep paralysis

= Disturbed nocturnal sleep

* Improve cognitive, psychosocial and work functioning

* Improve safety of patient and public

L]
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Widespread Underdiagnosis of Narcolepsy

* Only 50,000 of the estimated 200,000 Americans with narcolepsy
have been correctly diagnosed

+ Almost as common as Multiple Sclerosis

* Cango 10 to 15 years after symptoms start before correct diagnosis is
made

* A patient with narcolepsy/cataplexy sees an average of 5-7 physicians
before a proper diagnosis is made

Debyed d Bgnosis of mroolepsy: chmdereationand impact, Thorpy and Krieger, Skeep Med 15 (2014) 502507,
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Challenges to Effective Treatment

.9 __________________________________________________________________________________________]
* Under diagnosis and/or misdiagnosis of narcolepsy is VERY frequent

Daydreaming

Insomnia

Drug Abuse
Depression/Bipolar disorder
Apathy

ADD

Seizures

* |nsufficient exposure to patients with narcolepsy in sleep fellowships

* |nadequate education of sleep fellows

£
FLAMEL

»70% of sleep fellowships in USA are run by pulmonary medicine departments and

pulmonary/critical care physicians
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Challenges to Effective Treatment

* Too many “sleep physicians” are afraid to prescribe sodium oxybate

* Myths about sodium oxybate

= Health Care Practitioners think they are prescribing “GHB”
= They think that sodium oxybate carries the same risks as GHB

* Overdose/Coma
» Addiction
« LUtility as a date-rape drug

* Less than 15% of currently diagnosed narcoleptics are currently being
treated with sodium oxybate

(£
FL AM EL September 26, 2016 5




Treatment is Often Less than Effective

*  “Wake Up Narcolepsy” survey of patients [2013-2014] [n= 2017; datawere analyzed of 1697 respondents along with
information from their direct care givers]

P E2%wnrene betweenthe ages of 2550
= 78% hed rarcolepsy sy mptome for =5 years [priorto digg nosiz)
Ll BB% tad catapleny

*  “Improvead” EDSwith FDA approved medications: 85.4% However only

= 42.3% had improved cognitian
L] Bl 2% improwved fatigus

*  Despite reatment most patients continue %o struqgle with daily symptoms
= Residual EDS symptoms in 64.8%
= Constant fatipue 37.4%
= Cognitive impairment 40.8%

*  Cognitive symptoms aravery common and are under-appredated by clinicians

YRy o LT MM ) AT B Sk 1 A i O b ke T v MK Al S O OGS S rate )
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Sodium Oxybate

Na* salt of gamma hydroxybuterate (GHB)

Only drug to be FDA approved to treat both excessive daytime
sleepiness and cataplexy in patients with narcolepsy

¥ life 30-60 min
Allow at least 2 hours after eating to time of first dose

Nocturnal dosing (as a split dose)

= 5 of the full dose at bedtime
= ¥ of full dose 3-4 hours after taking the bedtime dose

September 26, 2016




Sodium Oxybate

* Increases slow wave sleep

* Decreases time to sleep onset and decreases wakefulness after sleep
onset

* Needs to be titrated upwards over 4-8 weeks (max total nightly
dose=9 gm)

* Cannot be used with other CNS depressants or alcohol

L]
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Sodium Oxybate

* Issues related to split night dosing

= Need to prepare both doses before bedtime (time consuming and increases the
potential for dosing errors)

= Proportion of patients who miss the second dose either because they can’'t wake
up with an alarm or who sleep through the alarm

= |n a college dorm risk of keeping a bottle of medication on nightstand literally
unattended during deep sleep

= Waking up for second dose, taking it, and then going to restroom where
individual can inadvertently fall asleep either on the commaode or standing in
front of it

L]
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Thomas Roth

Sleep Disorders and Research Center

Henry Ford Hospital

£
FLAM EIL September 26, 2016 55




REST-ON Trial

A Double blind Randomized Pliacebo Controlled, Two Arm Multi-
center Study to Assess the Efficacy and Safety of a Once Nightly
Formulation of Extended Refease Sodium Oxybate Granules for
Oral Suspension (FT218) for the Treatment of Excessive Daytime
Sleepiness and Cataplexy in Subjects with Narcolepsy

£
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Study Objectives

* Primary objectives:

* To compare efficacy of 6.0, 7.5 and 9.0 g of FT218 to placebo in treating EDS in
both NT1 and NT2 subjects as measured by mean sleep latency on the
Maintenance of Wakefulness Test (MWT) and by the Clinical Global Impression
(CGI) rating of sleepiness

* To compare the efficacy of 6.0, 7.5 and 9.0 g of FT218 to placebo in treating
cataplexy in NT1 subjects as measured by number of cataplexy attacks (NCA)

determined from the cataplexy frequency item in the Sleep and Symptom Daily
Diary

L]
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Creating an Efficient Protocol

* No placebo group for stimulant. Very bigissue

* |n majority of sites 16-18 ( prime age for narcolepsy onset ) will be
included

* Doses evaluated in crossover design not parallel group

* Major efforts in recruitment and retention

L]
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Unique Efficient Study Design

* Only two groups, one active one placebo, thus overall fewer subjects
needed

* Dose is studied within active group with all receiving 6, 7.5 and 9 grams
* Duration of treatment for any given dose is therefore less

* Screening period is carried out over time with extensive ongoing

monitoring of eligibility and subjects compliance with protocol
requirements

L]
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Inclusion Criteria

* For NT1 only, current continuing presence of cataplexy as defined by
subject report for the last 3 months

* Subjects may use concomitant stimulants, but must comply with the
following:
= They must be on a stable dose of stimulants for at least 3 weeks prior to starting

the screening process for this study

AND

= They must use the same stimulant regimen throughout the entire study period,
including during screening and post-treatment periods

= They must discontinue all anti cataplexy drugs

L]
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Study Population

» 264 study subjects, randomized across approximately 60 centers
in USA, Canada, Europe

* Subjects randomized 1:1 (NT1/NT2, single parallel group design)

* Minimum 107 subjects for each arm will have both EDS and
cataplexy

£
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Site Selection
I
= Sites selected from United States, Europe and Canada
* Total 56 sites: 31 US, 25 non US

» Sites selected which had extensive experience in Narcolepsy and Narcolepsy
Clinical Trails

» Major Academic Narcolepsy Sites Participating
France - Montpellier
Italy — Bologna Neurology institute
US - Stanford
UsS - Yale
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Regulatory Approvals

* United States

* Canada

* Virtually all EU sites

£
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Rest-ON Global Study Specific Recruitment Methods

Flamel has established a robust subject recruitment and retention framework.

Establishment of a study specific Patient Advisory Group mediated via the Narcolepsy
Network. Inougural PAG Meeting Hosted by Flamef Aprif 2016:

¥~ Provide insight into patient decision making relative to disease trajectory and clinical
trial requirements i.e. pfacebo design, visit & dosing schedule, unique patient group
needs

¥" Advisory on group strategies to create widespread CLFT-218-1501 trial awareness in
Narcolepsy community

¥v" Advisory on key messaging and creative strategy of planned social media campaign
and web-site for relevance and acceptability in the Narcolepsy community

¥ Editorial on trial specific patient facing materials to be used at site level to match
express needs of the Narcoleptic subject

L]
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Rest-ON Global Study Specific Recruitment Methods

Social Media Campaign:

¥ LinkZTrials focused social media campaign service for subject recruitment and
retention:

¥ Country specific weh-site

¥ Subjects directed to site {via socia! media campoign ete.) where interested subjects
complete an anine pre-screen questionnaire

v Completed questionnaires filtered for suitability

¥ Dynomic subject referral. On-line respondents with likely suitability directed to clinical
trind site close to where they five

v Siteflagged of potentio subject for on-site pre-screen eligibility assessment

Flamel 5pecific web-site

¥ Link to Flamel site hosted on Narcolepsy Network web-site and other aligned
patient group and trial on-line sites

¥ Flamel site will have alink to Link2Trals site to allow “push” for dynamic subject referral
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What Narcolepsy Patients Want

* Summarizing the results from a patient survey with 1350 responses in
preparation for the FDA meeting

*  “Adrugthat would provide consistent and adequate control of the daytime
sleepiness without the hard crash and one that would require 1 dose taken
at bedtime resulting in 8 hours of restorative sleep”

* Wake Up Narcolepsy Inc. Patient-focused narcolepsy survey: interim analysis.
2013; http://www.unitenarcolepsy.org/wp-content/uploads/Interim-Survey-
Analysis-v1.pdf. Accessed May 10, 2015
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Potential Advantages for Patients

* Convenience

* No disturbance of sleep for second dose

* Less water intake

= Potential greater efficacy with decreased risk of missing second dose

* Greater safety

£
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Potential Safety Differences

* No unattended doses on night stand {concern with children in house
or roommates)

* Not arising during night thereby decreasing risk of fall accidents or
amnestic episodes

* Performance including driving at 6 hours post bed time

* Less Suppression of arousal response at peak plasma {Tmax) thus
greater safety in sleep apnea and COPD patients. This is an important
issue as there is an increased prevalence of sleep apnea in narcolepsy

* Consistency of blood levels from night to night and between patients
given variable ingestion times of second dose

L]
F L J‘:‘\M EL September 26, 2016 &5




