iSkyepharma

FULLY INTEGRATE

EXPERT & AGILE
CDMO

Complex and classic oral solid dosage forms



http://www.skyepharma.fr/
https://www.linkedin.com/company/skyepharma/?viewAsMember=true
https://www.youtube.com/channel/UCSj2WQGvNTrJr6vBqGo_rhA?view_as=subscriber

Fully integrated CDMO

Development Lab
Full development program

DDUH

@:\

Scale-up program

and quality
Early stage by design
program * QbD tools: FMEA,
* Formulation design FTA and DOE
* Delivery of cGMP and ¢ Scale up to
non cGMP prototypes commercial

scale manufacturing

¢ Registration and
validation batches

¢ Delivery of Clinical Trial
Material (100-10000 tabs)

. . ¢ Multi-layer tablets
Technical teams are involved

at the very beginning of your
project

* Press-coated tablets
* Gastro-retentive capsules
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Production plant
Commercial Manufacturing

B
o

Packaging

* Bottle
Bulk manufacturing Blister

* Flexible batch size  Stick Pack
¢ Granules e Serialization

* Pellets e Aggregation
* Tablets (mono,

Tech transfer ‘
* Method transfer
* Development

method multi-layer, tab-in-tab)
and validation « Oral dispersible tablets

* Analytical  Capsules filling
method

* Film coated tablets
and capsules

* DPI capsules

Support Service

o]

Supply chain Quality regulatory
service ¢ Quality assurance
e Warehouse * Regulatory support
capabilities ¢ Full QC capabilities
« Controlled including
temperature microbiology
warehouse testing
- ariler * Handling and
T authorizations for
I tg controlled
nventory substances
* Technico-regulatory
=k Skyepharma



Our Partnership approach

END-TO-END “A LA CARTE”
APPROACH APPROACH

O(@O

From development Select your need
to batch certification 7 G G
(Rggge TRO-!\-/IIZ{Iket) services

Skyepharma’s partnership approach : Right team, right approach from the start

Skyepharma




* 1996 : Creation of Skyepharma * Products commercialized in
* 25 years of experience in oral US, EU, Brazil and Asia
solid dosage forms * 40% of products exported to
* 150 employees including % in the US market
development * January 2019: 1st batch
* Located near Lyon, France serialized and aggregated for

the US market
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EU cGMP certified facilities
FDA approved since 1998,
Last inspection in September
2019

ANVISA approved since 2013
Registered at South Korean
MFDS since 2013

2 billion tablets

300 millions capsules

30 millions blisters

6 millions bottles

20 millions stick-pack
Fully equipped for early
stage development

=k Skyepharma
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We pass the regular inspections carried out by international certification agencies

 EMA-/FDA-approved development and manufacturing facility
* Experience in US and EU regulatory with major pharmaceutical companies
» Data integrity requirements compliance (CFR21 Part 11)

1998 2001 2002 2003 2007 2010 2012 2013 2014 2015 2017 2019
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KOREA

ANVISA

® US-FDA ANSM
® ANVISA Korean MFDS

I
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@ IMMEDIATE OR MODIFIED RELEASE

-II\-/?:r:-cl)E:'I-Z er, multi-layer il >
b ! Filled with tablets, GRANULES & PELLETS
press-coated and oral .
gy : granules, pellets or Aqueous and organic
disintegrating tablets .
powder granulation
Roller compaction
@
DPI CAPSULES 0e%%% .. Microfluidizer Technology
0 ' Inhalation grade FILM COATING ..O.:.:_,-_" i35, Bioavailability enhancement
. :' - 100% weight checking Tablets and capsules %. o ¥ Dynamic high pressure
o processing
BLISTER
STICK-PACK PVC, PVDC, Aclar, BOTTLE
Filled with powder Triplex, Alu/Alu Plastic and glass bottle
& granules Serialization and Serlallzat'|on and
aggregation aggregation

——
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iSkyepharma

OUR FULLY INTEGRATED OFFER
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Controlled release expertise (IR, DR, SR, XR)

@ CONTROLLED RELEASE TECHNOLOGIES — ALREADY INDUSTRIALIZED — CURRENTLY ON THE MARKET
7

-
e - .
GEOCLOCK ©® Press-coated tablets -m GEOMATRIX® Multi-layer tablets
\
API| % Release APl % Release
100% T 100% T
50% Geoclock®, double pulse 50% +

= (Geomatrix®, sustained release

Geoclock®, delayed release Geomatrix®, combo 2 APls

iTime

iTime

I
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Controlled release expertise (IR, DR, SR, XR)

@ CONTROLLED RELEASE TECHNOLOGIES — IN DEVELOPPEMENT PHASES — PROOF OF CONCEPT
2

SOCTEC® Gastro-retentive capsule ""5'3 # MEDICATED CHEWING-GUM
Local delivery for poorly soluble drug

APl % Release -
100% T —

How it works ?

Skyepharma’s technology uses an approach similar to
multilayer tableting.

Soctec®, sustained release A combination of layers modulates the release rate of
the active ingredients and flavouring agents when the
gum is chewed.

50% +

iTime

I
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Development from early stage to registration

PHARMACEUTICAL DEVELOPMENT SPECIFIC EQUIPMENT

‘Quality by design’ approach * Wet granulation : ProCept HSM 1 & 4L

(FMEA, FTA, DOE, etc.) * Drying : ProCept FBD 1 & 4L

* Milling : Erweka AR 403 + FGS

* Lubrification/Blending : Erweka AR 403 + Cube

* Tableting : Styl'One Evolution (with multi-layer
and press-coating modules)

* Film coating : ProCept Pan Coater
* Packaging : PMC bottle line / Rohrer blisterline

* Formulation/process design

* Expertise in controlled-release oral
dosage forms

* Scale-up modelling/compression
simulator

SCIENTIFIC EXCELLENCE

* Collaboration with Bordeaux University (Pr. Tchoreloff) — PhD thesis financed by Skyepharma
* Scientific communications (Compaction Simulation Forum US / EU, OnDrugDelivery,...)
* Skyepharma supported by French Government R&D Tax Credit (CIR)
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Commercial packaging capabilities
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BOTTLE BLISTER STICK-PACK
e Plastic and glass bottle « PVC, PVDC, Aclar, Triplex / Alu * Filled with powder,
e Cylindrical or square e Alu/Alu granules and pellets
* Desiccant - Additional cotton « Blister lenght 70 to 140 mm
* Alltypes of caps « Blister width 30 to 86 mm
e Bottle width 18 to 90 mm « Depth Up to 12 mm
* Caps’s width 7 to 50 mm « 100% visual counting & inspection
e Bottle height 35 to 180 mm
e 100% visual counting & inspection
iSk}*ephanﬂa
12 SKYEPHARMA PRODUCTION SAS — Copyright© 2020 / A member of Vectura group of companies e



Analytical Services

SAMPLING & / \ ANALYTICAL
MICROBIOLOGY DEVELOPMENT

Sampling «
(raw material, API, GLOBAL SERVICES
packaging items) & EXPERTISE Development / Transfer
Bioburden test e
Environmental monitoring e Regulatory support : ICHQ3D-C, nitrosamine « Bibliography
(floor, wall, air, production « Regulatory watch - Exlrnlet v
bench etc...) * ICH stability studies (storage capacities) xfractable/leachable o
Equipment cleaning test e * Qualification of secondary standards ¢ Validation ICHQ2 (chemical & microbiological)
Analytical transfer support ¢ ¢ Controlled substances handling ¢ Follow-up of R&D samples/technical batches
Bacteria & yeast identification o * Characterization of powders * Follow-up of validation batches
(Vitek®2) (BET - particle size analyser)

. A * Cleaning method development and validation
* Documentation activities

Equipment sterilization o (EP/USP monographs updating) * Follow-up of registration batches
(Autoclave 250L)

QUALITY CONTROL

® ® © @

Finished In process Raw Packaging
product control materials items

o
> |
Bl

o

I
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Serialization and Aggregation services

LEVEL 5 LEVEL 4
Regulatory agencies Clients provider
_ |
PRODUCTION ENVIRONMENT e

=EE m '

LW DOTTASIERINNGG

LT RAL 20138 It T ! P e R
B DDemandof | 2 Receptionof | 4 Events | 5) Recent S B e ) B e
Serial Numbers Serial Numbers Data Confirmation LET Testvnds :

¥ SaasE s’ SEAVISION — —
Seavision server SANCE
PRODUCTION
ORDER at Skyepharma

3) Serialization process

We are able to connect
quickly to our new customers |
using our multi-user platforms

Bottle line Blister line

LEVEL 2 and 1
at Skyepharma Packaging lines at Skyepharma
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Discover our facilities, team and services on our
Youtube Channel !
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Skyepharma CDMO -
Pharmaceutical Development

Skyepharma - "What do we
mean by Fully Integrated CDMO
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Skyepharma CDMO -
Microfluidizer Technology

Skyepharma - "What do we
mean by Agile CDMO ?*

Skyepharma CDMO -
Manufacturing capabilities

S ep L) gour reliable COMO for faster time

wthoul ompromising on product qu |t1 21

Skyepharma - "What do we
mean by Reliable CDMO ?*

Secondary Packaging *
Serialization & Aggregation

-

Skyepharma - Packaging
services 2020

’
X -
i avElteans %
ions !Eﬂ!ﬁlzum

Skyepharma CDMO - "What
do we mean by TEAM IS...
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https://www.youtube.com/watch?v=S3SLvfTDzuE
https://www.youtube.com/watch?v=ZrPH-naqTC0
https://www.youtube.com/watch?v=gRvpPifSEok
https://www.youtube.com/watch?v=W9c5FcIjW4M
https://www.youtube.com/watch?v=nrACDnU2m7I
https://www.youtube.com/watch?v=nNlH2_xJVAE
https://www.youtube.com/watch?v=9ocYBzbVWv8
https://www.youtube.com/watch?v=QeZshvZ9saI
https://www.youtube.com/channel/UCSj2WQGvNTrJr6vBqGo_rhA?view_as=subscriber

THANK YOU

CPhl Worldwide 2019 - Frankfurt
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SKEPHARMA PRODUCTION S.A.S @ 55 Rue du Montmurier, 38070, Saint-Quentin-Fallavier, FRANCE @ +33(0)474952020 @ partnership@skyepharma.fr ® www.skyepharma.fr 8
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