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staple here staple hers . staple here staple here staple here staple here

Cut hese
Parent/Carer Questionnaire
“I Have Asthma” - A Children's Colouring Book
Please tick the most appropriate response ie, M ) Your post code:
| How old is your child? ...... Years ...... Months lsyourchilda: ()Boy () Girt
Generally, did you find the booklet "I Have Asthma” useful? ()Yes ()No
Did reading “I Have Asthma" help...
you and your child identify what triggers his/her asthma? ()Yes ()No ( )Notsure
you and your child use a putfer and spacer? ()Yes ()JNo ()Notsure
you and your child understand rellever medications? ()Yes ()No  ( )Notsure
you and your child understand preventer medications? ()Yes ()No ( )Notsure

Did reading “I Have Asthma™ encourage you and your child to talk about Asthma?

()Yes ()No
Is the language In “l Have Asthma" sultable for your chlld? {)Yes { )No
Did your child iike the pictures In “I Have Asthma"? ()Yes ()No

Da you or your child have any other comments regarding "I Have Asthma™? If yes, we would value them

Na stamp required
it posled in Ausiraiia

Qellvery Address:
PO Bax 32
ROZSLLE NSW 2033

'lllh""""I"Ilh"""lllllll'l"l'lllll"lll'l

| HAVE ASTHMA
Reply Paid 32
ROZELLE NSW 2039
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Sydney Children's Hospital - Factsheet - Asthma - Medications Page 1 of 3

NG
Factsheet - Asthma - Medications

MR £DF Version Availabie
Asthma Medications

Disclaimer: This fact sheet Is for educatlon purposes only. Please consult with your doctor or other
health professional to make sure this information is right for your child.

Medications used in the treatment and management of asthma either relax the light muscles around the
airways and reduce or prevent inflammation of the inside airway lining, These medications relieve asthma
symptoms and may prevent asthma attacks.

The most common way for your chiid to take their asthma medication is by inhaling it directly into their
lungs through their mouth, or mouth and nose During an asthma attack, the best way for your child to
take their medication is with a puffer and spacer. For other times, e.g. before exercise or play, or in the
daily management of asthma control, and depending on your child's age and ability to use them, other
devices may be suitable available. Speak with your child's doctor or asthma educator to determine the

most suitable device.

Inhaled asthma medications are grouped according to their use, and are easily identified by the type of
colours associated with that group.

RELIEVERS - Blue/Grey Colours eg. Ventolin, Airomir, Asmol,
Epaq, Bricanyl

USED WHEN SYMPTOMS ARE PRESENT OR DURING AN ASTHMA ATTACK

* Relieve asthma symptoms by relaxing the tight muscles and opening airways

* Used when symptoms are present and may also be used before exercise or play.

* Work within minutes, and should he effective for up to 4 hrs,

* Ifneeded more often than 3-4 times per week (excluding exercise or play) your child's asthma may
not be well contralled and should be reviewed by their doctor

* Always carry your child's blue refiever medication.

POSSIBLE SIDE EFFECTS
+ Fast Heart Rate, Shaky Hands, Hyperactivily, Excitability.
Vary between children and subside without any harmful effects.

PREVENTERS- Autumn Colours i.e. Yellow/ White/ Brown/
Burgundy/ Orange eg Intal Forte, Tilade, Pulmicort*, Qvar*,
Flixotide*, Singulair**

USED IN THE DAILY MANAGEMENT OF ASTHMA CONTROL

* Prevents asthma symptoms and reduces the risk of an asthma attack, by decreasing the
inflammation (swelling) and making the airways less sensitive to the lrigger factors.

* To be effective, they need to be taken every day, even when symptoms are not present

» May take up to two weeks before they start working,

* Notevery child is on preventer medication.

» Often prescribed when symptoms are troublesome.

POSSIBLE SIDE EFFECTS

» Oral thrush (sore mouth).
* Voice change.

1539
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Sydney Children's Hospital - Factsheet - Asthma - Medications Page 2 of 3

* Unpleasant taste and cough.
To reduce the risk of side effects your child should use a puffer through a spacer device and also
rinse their mouth with water and spit out after taking their inhaled preventer medication. They could

also choose a suitable alternalive device.

* Pulmicort, Flixotide and Qvar are inhaled coriicosteroids, It is important to discuss with your doctor how
to maximise the benefils of these medications whilst reducing the risk of side effects

** Singular is a chewable tablet taken orally once a day. Potential side effects may include a headache.

SYMPTOM CONTROLLERS - Green/Blue Colours eg. Serevent,
Oxis, Foradile.

USED IN THE DAILY MANAGEMENT OF ASTHMA CONTROL

+ Work in a similar way to relievers by relaxing tight muscles.
* Usually take up to 30 minutes to start working, but last for up to 12 hours.
* May be prescribed when asthma is not controlled despite taking inhaled preventer medications

(containing corticosteroid).
POSSIBLE SIDE EFFECTS

+ Fast heart rate, shaky hands, hyperactivity, excitabilily, & headaches.
Vary between children and subside without any harmful effects.

COMBINATION MEDICATIONS - Purple / Red & White Colours - eg.
Seretide (Serevent + Flixotide), Symbicort (Oxis + Pulimcort)

» Contain a symptom controller and preventer in the one device, but are more convenlent to take,

* May not be suitable for everyone
* Recommended when the use of an inhaled steroid (preventer) alone is not achieving contral

POSSIBLE SIDE EFFECTS
* Same as for inhaled steroid preventers and symptom controllers

To reduce the risk of side effects your child should use a pufler through a spacer device and also rinse their
mouth with water and spit out after taking their inhaled preventer medication. They could also choose a

suitable alternative device.
RESCUE MEDICATION - Prednisone (Tablet); Prednisolone (Tablet
or Syrup); Predmix, Redipred (Syrup)

* Called "rescue medications" because they are used in an asthma attack when there is liltle orno

response to inhaled reliever medication.
* May be given to your child in hospital; may be required to be taken for a few days after discharge

from hospital, or may be included as part of your child’s asthma aclion plan when their asthma

worsens.
* Generally used for short periods only - 3 to 5 days.

POSSIBLE SIDE EFFECTS
* Hunger, Puffy Face, Weight Gain, Mood Swings.
If the above side effects occur they are usually minimal and resolve once medication has stopped

Ensure optimal asthma control with the least side effects. Always discuss any concerns about
medications and ensure your child is reviewed regularly.

Source: The Children's Asthma Resource Pack for Parents and Carers, Juns 2006
NSW Paediatric Network

1540
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Sydpey Children's Hospital - Factsheet - Asthma - Medications : Page 3 of 3

Kus heglth #

The Children's Hospital at Sydney Children's Hospital, Kaleidoscope, Hunter Children's

Wesimead Randwick Health Network
Tel: (02) 9845 3585 Tel: (02) 9382 1688 Tel: (02) 4921 3670
Fax: (02) 9845 3562 Fax; (02) 9382 1451 Fax: (02) 4921 3599

© The Children's Hospital at Westmead, Sydney Chikiren's Hospital, Randwick
& Kaleidoscope, Huntar Children's Health Natwork - 2005-2009.

Itp://worw.sch.edu.awhealthvfactsheets/fjoint/Aafitha_medications bm 08.12.2014



ASTHMA ATTACK

What is asthrma? Management

Asthma is a disease of Ihe airways, the small tubes ¥ UNCONSCIOUS PATIENT
which carry air in and ouf of the lungs.

When you have asthma symptoms the muscles in the
airways tighten and the lining of the airways swells and
preduces sticky mucus. These changes catise the
ainways to bacome narrow, so that thera is less space ¥ CONSCIOUS PATIENT
for the air to flow into and out of yaur lungs.

Follow DASABCD action plan

1. Help the patlent into a comfortable position

iy L ) N e . .
J]gr 8 & E;yrnp[orns + Usually sitting upright and leaning forward
+ Be reassuring and tell patlent to take slow,
+ Unatla to get enough air deep breaths
+ Progressively bacoming anxious, short of + Ensure adequate fresh air
breath, subdued or panicked
+ Focused only on breathing 2. Help with administration of patient’s
+ Coughing or wheezing medication (4:4:4) ®
+ Pala and sweating + Give four puffs, one at a time, of a blue reliaver
+ Blue around I'ps, ear lobes and fingertips inhaler {use spacer if available)

+ Wait four minutes

+ Ifno improvement, give ancther four puffs

AL L
4 ! l ! l 3. It litkla or no improvement within minutes,
If someona is oxhibiting difficulty breathing, bt kaep giving:
has nol proviously had an asthma attack, assist
n gving four pulfs of a blua redover, folowed by + Children - four puffs every four minutes
four breaths after each puff. Confinue every four + Adutts - six to elght puffs every five minutes
minutes if required, untl an ambulance anrives.
Where permilted undar local laglslationy 4. If the patient still cannot breathe nonmally, call

regulations and if necessary, use another person’s triple zero (000) for an ambulance

relipver inhaler of uso one from a first ald kit to . .

assis! a patient with a severe asthma attack, + Inform the operator that someona is having an
asthma attack

+ Continue administering medication (4:4:4) until
the ambulancs arrives

In an emergency, call triple zero {000) for an ambulance

ﬂ 1300 360 455 stichnnsw.com.au H stjohnfirstaid ﬂ stiohnnsw E sfohnnsw

—_—

This infarnatlon i3 not a substitute for frat aid training. St John recommends that everyona i traned in Byt wid. 14M-BUS-FL-254
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LET US PRODUCE YOUR KNOW-HOW
DRY POWDER INHALERS - AEROSO1S

EVREUX

IN MOTION
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m GSK Worldwide

v> GlaxoSmithKline - one of the world's leading
research-based pharmaceutical and healthcare
<ompanies - is committed to improving the
quality of human life by enabling people to do
more, feel better and five longer.

“+ We produce medicines thet treat sixmajor disease
areas - asthma, virnus control, infections, mentaf
health, diabetes and digestive conditions.

® GSK, in France

In addition, we are a leader in the important area
of vaccines and are developing new treatments
for cancer.

i More than 100 000 emplayees, all over the
world, in 116 different countries.

2 18 manufacturing sites, hasad in 33 countries,
7> 2009 turn over: 34,1 Billions euros.

fn 2008, GSK France s the third largest phammaceutical group in France. For GIX, france, in terrs of trade, is the
first Evropean subsidiary and the second subsidiary in the word, behind the United States.

Ouwr fecations:

1 -EVREUX (Eure)

2 -MARLY-LE-ROI (Yuelines)
3 -LES ULIS (Essonne)

4 - NOTRE-DAME DE BONDEVILLE (Seine Maritime)

5 - MAYENNE {Mayenne)
6 - SAINT-AMAND-LES-EAUX (Nord)

2-GSK WORLDWIOE
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Manufacturing Site
Headquarter
R&D Center

Manufacturing Site

Manufacturing Site

Biologicals
Manufacturing Site



B GSK Evreux

The Evreux site is dedicated to production of
micronized and inhaled products. GSK Evreux
employing over 1000 people, is manufacturing
aevosols and dry powder inhalers for all markets, Our
teams of experts and mofti-skilled staff in respiratory
processes (micronisation, filling, analytical, quality) are
now available to support your challenges.

More than 500 Millior of Ventolin HFA canisters have been
supplied in the workd over the last 10 years.

' “We, at GSK Ewraux are commitred to your succass,

Qur team of experts and competent profassional in production and

development of respitatory products works everyday to improve our Quality,

Service and Costs, for the benefit of million of patients worldwide. We base our performance on
Technical mastery, team commitment and continous improvement, and are keen te work with
you. Together we will embrace new opportunities.”

Marc Santesmases - Site Dinactor

& Key figures
Foundation 1963
Location & Evreux  Haute-Normandie
Farms Inhatled
B Aerosols
8 Rotadisks®
® Diskus®
Bistribution > 120 customers incheding China, US, Japan...
Sales * 15% Frarnce
breakdown ® 85% Export

3 - GSK EVREUX
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® Quality is our first priority

Quality is at the heart of all activities that support the development, manufacturing, supply and marketing
of products to aur patients and customers. It means duing what is right, first time every time.

% Qur Agreements: 3 i
Dur excellent guality, requlatory status and

compliance ueql:jdmms"bg national and afssaps k

mternational Tollowing agreements for more B Smn
than 20 years e i

" AFSSAPS France

¥ EMEA {Ewrope)

= MmN NGNS i :

& ANVISA (Braxil) .
1 Mmmmmmm‘)—-

L I X
& MLHW {Japan) m Aginda Baclonal dp
Nigihdneka Somiedida

| mma) ks 2= Mt e m Aghesca Ty
® A specific knowledge in inhaled products quality control

We have comprehensive taboratory failities to support quality, produc development, enginasding, and physical
properties analysis with state-of-the-art instrumentatica,

_an i Inhaled analytical
5¢ ; expertise
" ! ! Quality centrol anafysts have devsiopad a
' . ] vaqgnized expertisein respiratory phystical and
- . by dhanical analysis, formare than 40 years
. )5 = Thiss expestisa s also arvesing, amalyticai rmethod
- ' devefoprient, stability studics, and speific
.. . nagaratesy cquipment; davepment
4 - SERVICES GSK EVREUX
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® Operational Excellence

We have a culture of continuous improvament coupled with operational excellence and lean sigma. Wa are committed
2 removing waste and complexity from our operations.

® A highly skilled site

= Staff and Training

« High level of qualifications and training

= 50% are graduated from higher education or master

* Partnesships deveioped wich universities (Enginaers, Pharmacists, ...)
= Continuoys investment in ceople development

| A site committed to the environment

#® Health, Safety and Environment
Reduting our imp3ct on the enviranment is ore of our priority through confinuols improvement programs:

* Carbon foot print and ‘COV reduction
» Water zeve raject

= Waste reduction ard rscycling

= Enzrgy consumption reduciion

Qur main equipments (miranizers, benders and filling squipments) ave Resparatory free designed.
The sit2 s cartifies QHSAS 18001 and plans 1S J400F .

Al Enviroamen a1, Health anis Safety team have been traied and certified to sandua 645 201t (O, carbon
footprint asvessment, centifications support, Zeve access, Ergomaticity).

@ G B

"'%,m

5 - SERVICES GSI{ EVREUX
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Active Pharmaceutical Ingredient
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Queen Elizabeth Hospital Birmingham

part of Uaivenity Hotpitel: Bimingham
NHS$ Fasndation Trust

About your Accuhaler

It is important you use the inhaler correctly to make sure you have the full dose of the
medication you need.

How does it work?

The accuhaler can be used to deliver different types of medication (different colours indicate
different medication) depending on your problem and how severe it is. It is likely to be either:
Salmeterol/Serevent (green), Fluticasone/Flixotide (orange), Seretide (purple) or Salbutamol
(blue) and may include a steroid component (Fluticasone and Seretide include a steroid). These
inhalers work by relaxing the muscles of the large airways and/or reducing the inflammation
of the airways.

How do | use it?

1. Push the outer cover round with your thumb.

- Push the dial round until you hear a ‘click’.

- Breathe out as far as is comfortable (without the device in your mouth),
- Place lips tightly around mouthpiece and breath in quickly and deeply.

- Remove your Accuhaler from your mouth and hold your breath for 10 seconds or as long as
is comfortable and then breathe out slowly and calmly.

wmoh wnN

Repeat the above process as your prescription indicates. If you have an inhaler that contains a
steroid you must rinse your mouth out with water to prevent developing a sore mouth, husky
voice or oral thrush.

UHB is a no smoking Trust
To see all of our current patient information leaflets please visit
www.uhb.nhs.uk/patient-information-feaflets.htm

P [4/MATEDL IIHEFVDE /8 Authas Shaton Rees ard Dee C ooy
Date Docerbe 2018 Rery: 430 Decovibes 2016
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® Micronisation

The obijective is to reduce to the appropriate particie
size the active ingredient to enable the right product
performance. Micronized actives are used in respiratory
preducts, ophthalmic ointments, tablets...

Evreux site is in charge of miaronising the API for GSK
manufacturing network. This stage requires a spacific
knowledge and a complex technology.

B Process flow

Key Features:

:m;p'»nwzdgk

® Parlicle Sixe
Distribution: from
ulira fine {<0.1 pm) to
fine (100 pm) particles

® Real time data
acquisition system

8 -BNCROMISATION Si¢ EVREUX
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(_ﬁ
Equipements /Technologies:

® 4 miganisers of 8 inches technology

@ feeder: gravimet-ic system

® Nitrogen oray grind techno

® Compressed airwith dew point - 70°%

® fespiratory free

* HVAC

® Capacity: from 3 totypically 10 kgs/hovr
® Barch size: from 300 g to typically 7kgs




m Overview

Thue active ingredient s introduced ino 2 hopper and is fed to the venturi. The process ait reaches 3 speed of Mach
4.5. Avthis spaed, particies will collicle with eadh cther and their size will be reduced 1o meet requived specifications.
The micronived active ingredient s racovared n Yhe vessl,

( (@ ' ta ®to,
L

{ | ' b |
# i
O‘M ‘“ ,t‘:‘

§ - MICRONISATION GSK EVREUX
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B Aerosol specifications

A Metered Dose inhaler is composed of 5 main components: active ingredient, propellant, can, valve and acuator,
The combination of these components resufts in a product with high degrees of technology and technical complexity

requiring a committed team of technical masters to produce,

Each year, about 80 million aerosol packs are produced for 120 customers around the world.
Qur main customers are the United Kingdom, france, Austrafia, the US and Japan.

Key Féatures:

W Mm;nmﬂtdwﬁamw
solution of APlin a gas
& 60, 120 or 200 doses typically

[ deedacmm&-
® Dose counter available

Veﬂt()line. ; Ventoline®
SALBLITAMOL ; 100 i pres

Urnmeciar (Y

T L
Ao =

734

r

Main technical
characteristics:

® Siandadcan dadgn
® Recycisble companonts
® Colorper AP znd darkoess of coior

‘\

|
|

depndieg or seength

& lampsraviderce

& CFC Fee - nwironmerizll; fHoenadly

& APIful pratection ina congenative)

® {ongizat pregsure dusng 31 serosol
Ife

& Couid Befiller vath diffegzrs AP)

® Valvedonn use

® t3sy1odean

® Decremental Gosa aouimer  fad
back to patien:

® Aulo zeaver pack

® Nio pation age amvsua oks

® 3 SiEpsuse apen. preitie aose

& Aferpative 10 OPYMDR devices

o Tastoompagtive

& Pign levdldose acuacy




® Production process

..

T — 10532l Procass *

1 -AERCSOLS PRODUCTION GSK EVREUX



1!

M Filling operation

The micronized drug is weighed and blended with a defined ameunt of propeflant HFA134a and transfered to a
specific tank which then feeds this suspension to the filling fine. First the valve is placed on the can. The can i
purged with propellant to ramove remaining air within the can and the valve is aimped on. Afterwards, the can is
filled with the propellant and the suspension directly through the valve. Finally, the canister is weighed and printed

with an identification code.
Key Features: 3 ) )\
W 5 production HFA manufaciuring lines Equipements / Technologies:
® 1 pilot ine ® Drug Additennal Velurre capacity: 20 lirers
. ‘ llna_ with e TR ° mm sc??'n}ifes;s 'stee_z vefyei fa?eci(v
(sofuSion or ology ® Double jacket and heater/chilles system
P = ) —— * QP {clean s place) water or ethanof
® Dedicated dispensing room per Ene ® 10¢ % Med weight dhacked
g = ® 5 isery coatrdl arddaa acquisiion syt
s Dedt & acturing )ulg)?ryl%br){ conwol ard dava acquistion system
facility ¢ _ ® Coding station
= e e B — s ® 1 oilot brie: 45 @psiminand 200 apacty
B ATEX {flam proof) environment ® 8atch size: from §5 300 ta 75 500 o from 90kg
# Blectranic Batch Record mAlg
L e ® Canifs Band 125mi
B Air environment control ® (ansizes 22 mmic 6 e avidsh 2nd 55 mm
® Waste treatment e 0 165 mm gt ,
s — ® Yalve sizes indinding 15 man, 26 mne
¥ Canisters are 100% check weighed ® HFA 134 peopetiang

12 -AERCSDLS PRODUCTION GSK EVREUX
73%
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W Packaging operation

8 packaging lines are dedicated to aerasols. After the quarantine period, each canister is identified, checkweighed
and spray tested to ensure proper valve operation and to detect potential leakage.

All the packaging components are cantrolled before yse by identification code. The canister is labelled, coupled with
an actvator, fitied with or without a dose counter and inserted into cartons with the patient feaflet.

Key Features:

¥ 6 automatic: packnging Bnes inchiing 1 ine
with overwrap capacity

® 2manval packaging lines US/Japan/
Standasrd

§ Assembling machine dedicated to Dose
Counter *

B l-lo_alslresscapéeity
# Electronic Batch Record
& Automatic vision checking system

14 -AEROSOLS PRODUCTION GSK EVREUX
738

/

—_— - -

Equipements / Technologies:

® Inducricn techmology

O Laser &F ink printer

& Checkweighing, spray testing, lacelng
agquipments

® Cortoner equipment

& Automatic check weighers

® Labellers

® Labelfer case pacier equipmons

& Typicalcan size - Senl 8l 125 mid )




B Packaging process

T — <1050 packaging cycle —

15 -AEROS0L'S PRODUCTION GSK EVREUK



B Rotadisks® and Diskus® specifications

Ratadisk® is an aluminium circular bfister of 4 pockets. The associated device is the Diskhaler®, which is a multi-
dose dry powder reusable device, At each use, the device pierces one pocket of the blister. The powider is refeased

to be breathed by the patient.

Diskus®is a multi-dose dry powder disposable device. Inside this discoid shape davice comyxising of 14 plastic moulded
companents, the inhaled dry powder is sealed in an aluminium hiister, wivich is inserted into e Diskus®.

Typically, there are 28 or 60 doses in the blister. A dase counter indicates the remaining doses. The Diskus® device
peels the base foif and the lid foil. The individual diug product is then released to be bieathed by tre patient.

Rotadisk® key Features:

® The Rc_it:disk' is made of blister foil

containing powder inside the 4 packets,

® Reusable device with refill pack

Diskus® key Features:
t Thebiskus' conlains;n aluminimﬁ strip

® Dose counter, high technology assembly
process

16 -DPI PRODUCTION G S EVRZUX

p

o N\
Commun main characteristics:

® Mudi-doce dewce

® Fa5y&quick 2o wrefieamiteach

® Mo coordramon bandibireatie rapired
{user independany
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The active

ingredient weat
previousiy traugh
the micronisation
prooess.

® Production process
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B Blending operation: Rotadisks® & Diskus®

Micranised APt and excipient are blended together,

The blending step follows a very rigorous pracess : time, spe

GSK has developed a spedficknow how to blend small qua

Key Features:
"6 blending_a;as -

u Wastes treatmant

® Eleclronic Batch Record

l- Dedicated Maowﬁwl m;;_n.:gcmﬂn:g‘ :
facikity

® Rotadisks® filling operation

The base fail fs formed with packets. Pockets are filled through a dosator with.
powder (typically 25mg). Eath podkets are chedked for the absence of powder

Equipments and Technologies:

® <low shear blerdars:
Speed: 23000 SEnevgy: 18KAmM)
Harblad
® 2irigh shear blanders
Spead: 4 Mopm - &0dnm
£rargy. 1333 1 Sowsle propeler
® | Sizyewith batch siae:irom 1 kg 1o 75%kg
® Cadicarad VAT

batch number and expiry date are embessed or printed on the 44 fol.

ey Features:

® Sflingbnes
% Dassge accuracy: from 13 to 25 mg per
pockets

B Packaging in plastic tubes or in carton
of 510 15 disks

] tumu:_:mwmaccurm
checkweigher
@ Cald formed biister technic

Equipments and Technologies:

® filfiesg e it wisem systom:

& Autormabc ey SquiEsTent

i v spved creckiveighe
2 (et =50 o)

ed, temperature and humidity are strictly controfled.
ntity of AP! in a large amount of excipiant {fess than 1%).

2 vesy 2ccurate fow weigh of dry
by am automated vision system. The

‘\

B 100% checking vision system for powder
absance and diek printing

18 -ZM PRODUCTION GSK EVREINC
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The diskhater™
is loaded with
2 hlister by the
patient. No
assembly step is
requested befare
packaging activity.

W Rotadisks® packaging operation

The Rotadisks® are inserted by group of 5 inte whes or groupad wilh 2 leaflet in small cartons. Thesa are
packed in harger cartorss with 2 Diskhaler® device and a patient inforenation leaflet. If required by market,
the rube iz ovenwrapped and an outsert is applied to the back of the box. The batch numbser 2nd axpiry date

ar2 printed on carton boxes.

Key Features:

@ 3 automatic packaging lines

® 1 sami-automated packaging line,
for pandemic preparation

( Equipments and Technologies:

& Susoresicpadkaging s

& Howwrspequipinarts

® Hytwid flexithe pristing systems
dctroniic clicme)

& Daniperevidants sysvam by sticking eqipme
ariaiveling equiptent

® Laivallars

» Camanrers

® TG equiprrents

19 . DPI PRODUCTION GSKK EVREUX
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® Diskus® filling operation

The base foil is formed with pockets intn a dauble strip with the appropriate number of blister pockats. Pockets are
filled, by immersion, with a accurate Tow weigh of inhaled dry powder (typically 13 mg).

The drug s sealed into an individual pocket with a lid foil. racaability is ensured by printing key informeation on every strip.

Key Features: —
" ;ﬁ;u: ale_as_ = S—— Equipments and Technologies:
" Waste treatment ® Typical filed weight, 13 My

— — ® 4 [nes dedicated to 60 Loses
& Becvotuf_BauEh Record ® 2 fines dedicated 10 28 aad 6C Deses

B Alre emﬁronmenl control _ ® Automatic <hackweigher en eact e

# Dedicated phmceuﬁcdmam;acmring A e ————
facility

o 106% checking vision system f(;r powde
failwe 2

il 100% laser détecﬁol_t for micro crack

B Diskus® assembly operation

Assembly step consists in insarting the: stiip inside the device, All the different steps are fufly sutomated on specific
mianufactaring fines. The: filled swips arz fad inte the unit and vt and caifed 1o the appropnata langth,

The machine places the cut coiled strip into the Gavice sub assembly. The assembly station assembies the top onte
the budy base. The motsh piece and the cover ane thea assembled enta the device. 23 critical guality parameters are
thecked on all devices through a X-Ray thecking system. Devices which donat meat spetifications are automativally
rejected.

Key Features;

# 5 assemhly lines ( 28 and 60 Doses)

& Automated -)-HTay checking station Equipments and Technolagies:
(23 non destrucm: fests) B ® Mssamioly Reres i oslls conept

8 5in process controf indexing robots ® Rofkcatiing equiparent

® 4 palletizer automated bnes

2 ———— ===

0 Waste trealmen&

20 - DPtPRODUCTION GSI¢C IEVREUX

744



B Diskus® packaging operation

Ihieprodu isfinally packed according to customer requiremants.
The Diskurs® devicais labelled on its twe sides with Gommmergisd
wmarve, batch number and expiry dage and then padked, viith
a teaflen inw 2 carton,

Vamperproal labets are placed on the carton. fa prosess cectials
#ie perfiomred at wach s1ep of the packaging process,

Key Features:

5 Pack of 1, 3 or 10 unils

" To londng packagng aipret

® 1 line equipped with overwrap equipment
2 Electronic Batch Record

T4%

Rt F5 (iIniary

Equipments and Technologies:

® Tgpaniosdo bk

o [Laodhs wh dava mariveontid aupd e
» Lapalay

® Wisiom sygmam

© om0 pracss vIrenna

® Podiagirgline

® Qo apegupment

& Ultasaning spsion ko caewrapwafing

® Cygegundvar
® Rt o paitet walivading

21 - 0P8 PRODUCTION GSK BYREUX



B Pilot and industrialisation

The pifot unit contains equipment, facilities and competendes for the development of inhaled drugs. It allows to

carry aut many different studies:

*# smali scale or exploratory batches
«» formulation & process development

Hey Features:

" mmusmmwmme
work zones

. MM_M%M<1S$
RH) with a central weighing station, and a
dedicated warehouse o

® GMP qualified pilot plan, from lab
developmant to targe-scale.

¥ Mecanic grinder

& Microfluidiser [2 batch scales)

¥ Spray-doyer

22 - DEVEILOPMENT GSK EVREUX
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*% clinical studies phase 1 to Il
» commercial process development

Equipments and Technolagies:

® SP0m” & 2 200" Teckmical Dlant Aiea
® Nanufanng and Raccaging om
3 few rams 1p 1o 3Chg
& IRl GV canditions for extiomatory e dirical
® Mizonization
& Biending rowry blenders, planatary blenders,
hgh shast mixers

. ® Coatng' perierated par, fluid ed dryer, spray

dryer
® Conwie Frirg Iaboratony scalle, pifat scale
o futomated Dose Delvery (AOD)
& Aurmatc Nmple Secovery Sysrer (ASRS)
& Andersen Tascade Shako Hre ACSH
o Enrogadhy
& Raillice siing by faser di¥action




B An industrialisation
knowledge to meet
your business challenges

The Eweux site s fully dedicated torespiratory products,

The site has developiped a recognized knowlekdge

and 3 specificknow-how around respiratory usinass:

process, componerits and devces, technology,

Respiratory high skills are covering:

* Process expertise with a dadicated team managing process,
improvements, new product introduction and technical mastery.

* Device expertise valh a dedicated tearn highty skied in respitatosy
padkaging componerts, devices and packaging,

* Equipment Bxpertise with a dedicated team in charge of mairtenance, improvement
of current equipments and introduction newtechnology.

* Qualification and validation team experienced in Pharmaceutical national and intemational references
and guidefines.
* Regulatory registration expertise who can support registration of product from full fifing to past approval changes,

Key Features: : o ™\
® Changes introduction, with an impact - ( Equipments and Technologies:
on ensh?‘;rnod:cts ® Torgaphy
- Primary ® Auromauc da colection gystam 2n eguipment
‘-lhmmhlhgmmssmdmwm_:_h_lﬁlow @ Highspeed canvera
® Process improvement implementation ® Susistical softwanes
B Support to technical investigation : Il;:;i?n:,:ﬁ;
B Development of primary and secondary J
components === -
B Development and implementation of devices
and packaging components

® Management of packaging components changes
) W suppliars” equipment,...)
® Management of data related to technical

: specifications of patkaging components

" Knowledge Management

23 - DEVELDPMENT GSK EVREUX

T47



® Expertise in Tomography

2D X-vay image Setion issued from 3D
volume

% X.Ray Technology: Understanding the science

We identify all the quaiity critical parameters and design the optimum manufacturing grocesses and control
these parameters. Working this way will affow us to lunch products more quickly, operate our processes
more effectively, with higher yields, fewes batch refusal and uftimately, lower cost of goods.

% The X.Ray objectives

© Xray technologies can provide relevant and detailed information about our products in a way fo:
- Improwe our control and measurement on components and product at recaption or dwing manufacturing

process,
- Reduce the investigation time (ap, 30%) and the potential re-test in QC labs,
- Vafidate process componant.
- Support new product development.

24 - TEVELOPBENT G SK EWREUK

748






=) L\-Ptel %}%

Sherwood Forest Hospitals

NHS Foundation Trust

INFORMATION FOR PATIENTS

How to use an Accuhaler

This leaflet will inform you how to use an
Accuhaler.

Always read the patient information leaflet
which comes with this inhaled medication.

0034819

This is an Accuhaler device and
comes in different colours indicating
different medicines.

The benefit of using your inhaler correctly
is that your asthma or chronic obstructive
pulmonary disease (COPD) will be
controlled more effectively.

Incorrect use of your inhaler may result in
reduced control.

13

To use your Accuhaler device effectively
follow this step by step guide:

1

2

Use only as prescribed.

Open the Accuhaler by holding
the outer casing of the
Accuhaler in one hand, while
pushing the thumb grip away
untif a click is heard.

Hold the Accuhaler with the
mouthpiece towards you and
slide the lever away until it
clicks. This makes the dose
available for inhalation and
moves the dose counter on.

Holding the Accuhaler level,
breathe out gently away from
the device, put the mouthpiece
in the mouth and breathe in
steadily and deeply.

Remove the Accuhaler from the
mouth and hold your breath for
about ten seconds.

For a second dose, repeat
steps 1-5.

To close, slide the thumb grip
back towards you as far as it
will go untit it clicks.



How to clean the Accuhaler
¢ To clean, wipe the mouthpiece of
the Accuhaler with a dry tissue
only
* Do notwash

How to store the Accuhaler

» Each dose of medicine is sealed in
a separate blister in a foil skrip
within the device

=  Only the primed dose is
susceptible to damp

» Store away from extremes of
temperature

» Store in a safe place away from
small children

Replacement of the Accuhaler

* Accuhaler contains 60 doses

¢ Counts down from 60 - numbers in
black

s Last five numbers in red

» Counter remains on 0 when empty
and should be replaced

* Do not use after the expiry date.

Contact detalls
If you require any help, advice or support
please contact:

Respiratory Specialist Nurse
Cardio-Respiratory Department (Clinic 4)
King's Treatment Centre

King's Mill Hospital

01623 622515 ext 6831, 3541 and 6324
Monday — Friday, 9am-5pm

Further sources of information

Our website: www.sfh-tr.nhs.uk

Exlernal websiles may be refered to in spacific cases. Any
exlernal webslles are provided for your informalion and
convenlance. We canriot accepl responsibifity for the
information found on them. Stating a web addiess does not
Imply we endorse a paiticular sile. Neilher does not slafing a
web address imply lack of endorsement.

Patient Advice and Liaison Service
{PALS)

The PALS team is available to help with
any of your comments, compliments or
concerns and will ensure a prompt and
efficient service. Contact details:

¢ King's Milt Hospital 01623 672222
(out of hours answer phone)
Email: Pals.kmh@sfh-tr.nhs.uk

» Newark Hospital 01636 685692
(out of hours answer phone)
Email: Pals.nwk@sfh-tr.nhs.uk

If you need this information in a different
language or format, please contact PALS,
as above.

Whilsl every effort has been made (o ensure the aceuracy of
the information contalned In this publication, Sherwood Forest
Hospilals NHS Foundallon Trust cannot accept liabllity for
errars and omissions. Tho information should not replace
advice that your relevant heallh professional would give you.

Leaflet code: PIL3151
Created: Feb 2013/ Review Date: Feb 2015
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Respiratory Inhaler Identification Chart

’E>\\.\A(3I ES

This is not a complete list of available agents. Please consult the CPS for others.

WHICH INHALERS HAVE BEEN PRESCRIBED FOR Y

ApiraZansca
' "
. e
TQvAR™
WMetdomeh $4one HpLpiaI)

Anti-Inflammatories Long-Acting Bronchodilators Combination Medications
Inhaled etercids and long-acting By-agonisls,
2 =3 o= — -
i-.v l l t
ACHAIT MDY
“FLOVENT" HFA "EEREVENT Fhatraiorsd proakies A aoms prigenali)
Fiicasans proplcsis) (Baimvierd xialozse Acallubie by V15 8 350 meg par doss
Avadiabla in 50, 125 & 250 meg par coso T3mey pav e 2 gty LD
GirpSmAhilne e
’ WA Divies. ﬂwm Mmm
it o, 00 AL 00 s ¥ gr s e i B0
GlarsSmididiae GlaxpSmiKirs
. 1 i
T el B et i
a 3
"PULINCONT TURBUHALER™ "OXETE TUABVHALER" “SYMIRCONT TURBUMALEN
MlN'lﬂw.mlﬂ;mpum m‘.’i.. umﬂ:::.. Mu.hmlm:g:;m
é{ + Controllers help prevent respiratory symptoms such as

byl shorr told you.
Asnistde by 50 8100 meq =i dove = W rgicaprivle y
IW Pravrac susicaty Ingahelm

wheezing, coughing and shortness of breath,
= Take your controller medication exactly as your doctor

Short-Acting Bronchodilators

)

A

VENTOUSE WA T L ATHON ABROBCR. | "IN WHALATIDN AEADSOL
oy Ty 19 ey par o » dosa 109 oo

T A i e g 0w L L gt ey par
Clumalerdbides Aty Bonahiin gae rgatuciny Daubvingte ingabain W Phasdinduste

* Relievers help relax the tight muscles around airways therefore opsning them up and making it eagier to breathe.
These medications provide quick relief when an aathma attack occurs.

* Relievere should only be taken when nesded uniesa your Doctor tella you otherwiae. More than 4 times per
week could mean your aathma le gelting worse and you should be reassessed by your Doclor.

Asthma is a common lung disease that can affect your breathing. Asthma is a chronic infl fory lung di ch 1 by recurrent
breathing problems. While there is no “cure” for asthma, proper medical care and treatment can help most asthma patients live normatly.
Chronic Obstructive Pulmonary Disease (COPD) /s a diseass that causes the airways of the fungs to be inflamed and become “obstructed”
or blocked, COPD Includos two major breathing diseases: chronic bronchitls and emphy Unlike asthma, COPD gets worse over time.
Medications cannol cure COPD but they can help relieve symptoms; but quitling smoking is the most effective way 10 prevent the
prograssion of COPD.
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Seretide | Asthma - Q & A . Page 1 of 4
Asitena  COPD
HOME  SERETIDEFORASTHNA  WHATISABTIMAT HOWTOUSE SERETIOE  ASTHMAQSA  MANAGEMENT TS
Asthma Q&A —

Themars you knew eboul aathma and ILs kestment, the moro youll ba abir (o contral your bre aihlag diMicuiiies
Fhase sre scma frequenty-asked questions,

Questions Opendll GClosa All

ihatis aaihma?
o o | el bt ¥

Yt sew commron ADens iimaera?

Ll g et evystirgg 1 00 with e indters?

Vi b B il 1 1SNe Sergscie iee o dar. vy ey, wmn i oo fpetrg bydss?
T4 B3 GorrSein wprk I bonal ove ault e ?

Yt 921 461100 | ™ ne¥ greieg onswnh atr? fen | bovirg 50 SIS sEICH 7

Cam plrens) pnay o (hamechl aady 38001 padhema?

Can mveindy v siras bioust Aerss Lamgdimd of g peR7

LA basimy midirsed i Rereshie?
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There ace many dilferen| medici 4o for sxthma t and moxl iuoiva laking 8sthma
inhaters. Your heahcare professtonal will go through the possibia Ireaiments with you and together you
will agres on Lhe ones moul sullodls kot you. Here's a brio! descriplion of some of iho ferms you may
hear

Relisvers

A relicver madicine, usually delvered by 8 blue inhiaier, provides mpld, bul shon.acting reflef of chexl
lightnees and wheezing by redaxng tha nanowod airweays (known os pronchoconatriclion) lo help ease
whiezing ans brealessness

The most A d bovirz am druge cafled shorl-atng bs!e-2 agenisiz. There woik
within a few minules fo make it easier o you to braathe. [here sre 3 number of diflaran sekever inhalers
Ihal can be used ard your healihcars professional vill advite wivch Ia mos| suilabie kof yau
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Carry your ralever with you in case you experiance b shouldiTt be needed wery
oflan. it you need them nmsl days or Bro waking #1 night In naed of yours, then your asthma is nof well
contrond and you should {aik to yous healihcare prafessionsl

Preventers

Peopls wih asthma have Inflammstion of te kg of (ho ey Iubes. This Inflammation causes jmilation
and narrowing of Lhese wbas, which in (um cav-uvdmuho tight chest and cough. Prevenler
medicnes are designed fo reduce this | P D symphiefis mnd ssthma allacks.

To achlevs thic protecive effect, preveniers must be (aken segule ly (usually modming and righl), even
when you're feeiing well, 33 thore wiil naarly Always be persisling inflammation in the lungs el wil

chuse probiem if left unirested. Most peoplo with 2sthma vall be proscrin. ticnes as they
A8 & comersiona of reatment. The mosi Widely prescribed preverdar limu are Inhaled slerolds that

usually coma In birown, red, ar orangs inhalars

Some preveniats come in tablsl fim, e leukols g (LTRAs) and theophyli
Someliman siecoid tatlals (e.9. prednlions) are required tn troad badly continiied ssthma

Othar mediclnos

{Fyour ssihma I's not well conlroled with your reguiar pravertor, your healthcars professional may
supgest using additlons!, or ‘sdd-on", thetapy e a long-aciing bronchodiator 1o baitsr conlrol your
asthma, Theie /e alao cambined tharapies which are both p and

Olher hypas snd farmads of medicine are avalisbls 1o help your healicars prodez sional give you the most

appropriole irealment specific (o your aesds

Side alfects

Many people worry aboul lhe sida effocis of ssthma madication, particulacly o hoy'Ye laken over 3 ong
podod of Gme. There has been a lol of research knto the benefts and side effects of asthma madidnes.
and overal the benefils outwesgh (he risks for those who need ihem.

The sisivids used in many prevanter nhalers do not cause , (o theiy over limo
or couae weight gain. The magonly of peope with astune only mauire low doses of inhaked aloroids,

which are unikely to cayse serfous Nde-elfndls, S+ gular inhaled shevoids can lead (o vkcers or
oral thrush, bul thia can usually be avolded with simpéa meatunes e rirsing your inouth alter using your

inhaler of using a cpacer device.

As the dase of a tmaimend inaeases. 0 does tha posable risk of sido effecls, hulhqbﬂotunnow
rorefy needed, becaming necassany ¥ your a1fmn i not well Tod. Your heaith
wlwukllhyoulomalnlahqoodmndlmkecpmmnmudmmmmdou

Tha pailent information lesflet you receive with your asthma has jon about
side-affecly. If you are concomad about periculer side eficcts of think 2 beaiment i causing a slde
offact, ask your healthcare professionsl for advice.

e sary o bed atfec o oo ?

Yo e of miona diaies 80 Sealadis 7
Yehal bacoany te ry 2afven ool Lol ubder?
i shima a1 chtoe daring Drronancy?
Dy stenhal woosarrsian M3 nihme

Glossary
Htee 8 b deferton o howmn vo gl Caid ICRD AR 1 A,

Acule asthma - A sudden ing of sasthma i

Alfergen - Somalhing (hal comes inlo coniact wilh the body {oltr by being inhaled, esten, or conlaciing
Iha akin), producing an slioigic responte.

Alirgic hinlfs - Infinmmation j the nosc causing congestion, sheazing, suniy nose snd fichy syos dus
10 B0 allergic 10 ab In ihe envi L I can be dus to sberpens Lhaf only occur sl

cariain Umes of the year, B polien (hay fover), or allergens thal e praseni year round, Me houss dusl,

IK's faore comman in people with asthme and can Uiggos scthma,

Ansphylaxis (anaphylactic atinch) - A sudden, severs sllerpic responsa to an slargen tvel cea b kie-
threslening withou! urgant keatment.

Asthna Conkol Tegl™ (ACT) - A short questionnaiie o hek pelienis 893zas thelr asihma conkrol.

Bronch hosp - The Hon of (ha nusdes amund the sitways causing
namowing of tha sir ubes re<uling in whaszing, h and ches$ dg

Bronchodaator - A madicing thal heipa open (diate) e air tubes. Uiy gvim In @ bive Inhaler.
Chronic - A beim used In describe 8 long-lsling condiilon or dsease.
Chronde cbstuctive pulmonacy disease (COPD) - A disease of the Rings, ususlly caused by smoking in

which the sir tubes sre permanently namuwed os blockied. It has some symploms and Geabments shmilor
to mathrna, However, in asthma, IMe affeclie on ihe sir (UbSE wre reversibis willh ihe righl restimant.
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Conlrol - Good naihna control mesar no symploms of wheazing, breathlessnoss, cough or chaal
Hgh . Thit waa s no o oF a%hma sllicks and o0 infrequent need (o use

rescum {usually blus) nhelers

Oender - Animal halr end flakes of akin which can cause aiorgic esctons
Diagnosis - The identficaiion of an Ainesa or heakh probiem by hs algns, symploms and madical sasts

Dry passdier inhater - An inhaler delivering medicaion to the 1ungs in powder fonn rathers than 38 an
acronol.

Exacerbation - An asihma aliack.
Exerziss-Induced asthima - Asihma symploms beought on by exarcise.

Hey laver- A nama for sllavgic inils in response Lo pollens that usuakly occurs In the spring. Il may be
associnled with poor asthmng conlrel.

Healthcaro peedsssional - A person o ifizd by 2 hwakh profe tuch @5 & doclor, nure o
pharmacist

Inflammation - Inflammation occues when the body's defence mechaniums teact o injury, infection or
lergenss. Infarned tasues (.9, he bng of tho air lubes i paaple wilh nsihma) becoma red and
e bon.

Inhaler - A device that defivers ssthma medicioss 1o the lunge. Inhaler for reilef madication are usually
blue and preventons ore ofen brown, red, or orange

Lale-onsal sathaa - Asihma that begins In sduiihogd.
Leukolriena recaplor kntagonisis (LTRA) - Medichas used o froat astina in 10ma freople, In M form of

B labilet s oppeded fo a nhaler LTRA madicines are laken regulardy aad wotk by blocking one ol e
! Inp G ok tube inft

Long acling bets agonist (LABA) - A tronchiodfalor that woika over a longer pariod of ik (sound 12
hours) than ihe ‘short-acting’ bats ugonata, Urually used regulscly ms an "add on’ 1o treatment with
inhwled steroids.

Lung funclion Lests - Blowing' measwaments made on medical devices thal dercibe how well tho bings
o0 working and whelher the air tubas ane coniticlod. A peak flow mis vl Is an example of o ung

funchon tes)

(Pressurised) Maleied dote Inhalsr (MOI) - Inhalors that uan pressudsad gaa io defiver asthma medcine
ot afowe spray (seeoxol} (o tha lunge,

Octupstons! asthma - Asthma caysed by atiergens inhaled in the work envirooment

Ocm-&wsmlhmdmsphmm.mmwuenlhmahn phere, M o polfulant and
can tiggar nsthma. (In the upper amoaphera (he azons layer) azens it bensficlal and proteclive againg!
hasmiul rediation frem o sun.)

Prak flow rote - A measure of how fast & parson can biow air oul of Iholr uings and (5 m meature of how
notrowed Mo sl wbes oee. IUs maasucod by & peok fow meter ond reguier racording of (eaulls can be

uselul in monfloring asthma,

Parsons! sathme nckion plen - A plan of whal o do when your s3lhma changau, coniaining delalls of your
madicalion, asthaa biggers, hom lo nolice i your asthna b getiing worsa and whvet to 8o il you hive an
oaihene ol lock. Dvawn up wilh your ? ke In halping y P conliol of
your asthma.

Pravanter - Medicias ke reguinrty o conkod aklhma by slopping inNamematien in tho kings and asibms
symploma ficm ecourriog. Usually givin s isgularly laken inhaters, pravonior medicines sre the masl
Impoitent in conl rlling euthima sad aowing you (o kead o full He,

Primary care - Care deb by health Yosslonals in lhe y 23 iha firnt polni of cantact

P

for pallents. Primary care includes genessl praciiioners, praclics nurses snd phasmacisls.

Pulter - A comman name for an inhaser, usually one thal deitvers medicetion in & 1pray.

Referral - Being sent 1o soe a apeciailst for advics and

Redover - Relleves Iohalers (usustly bus), ato known ax restua nhszia, Those sct quickdy {0 relex the
sy making || easier 1o bresthe and refewng symotoma, bl hie oo effecl sn the undertying
Infismnynation. Peogie with wall-conkoiled asthma shoud raviely need oielvver nhialer,

Ravicw - An asihma check-up when Ihe redicines and persanal ssthma aclion plon are ceviewed, You
should have an ssthna review once svery yrae and mode olten il things are not fully conlolied.

Rhinlls - Initaton and Inbammstion of Intermal aress of Ihe nose (koo sllerglc hindis). Shoelacting beta
aganist (SABA) & the type of medicine used in reliever idhalers and acl1 a3 8 bronchodilator opening the
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W kubon. Thess madicloes stat 1o work witin 8 few minules bul do nol aflect the uwdertying
inflammation iy a3thma siid shoukd raeedy be veeded i wel <conirolied asthima.

Skin prick lesl - A (651 for allepins where a small amount of aliergen I pricked into ihe akin fo 268 ifa
reachion oeoues.

Splomelry - Dalalied blowtng beais camied oul ko delermane how wedl Ihe Lngs evo kunclioning, They give
mara Kfadmation on the stale of ihe hngs and s lubes than peak Noiw metete,

Steroids - A group of ehnicads produced by the bedy and siso made synthetically 53 modieation in
either s inhaled o lablel form. In asthma, they soo used lo troal Infiammation in the always which
caumes symplome

Theophylline - A medicina used in Some paliesds (hol works by relesing he musc'es sround Ihe air wbos
eidis usunly given in e form of & isbdet It is kngoriant ol the Goam of theophyline Is sxacily righl for
tha individual, so bood kesis sre uzed lo chech DN,

Triggers - Faclors which may ariale e sfwdys and bring on usthima symploms of asthma allscks

Uncontrolled aathma - This (s whisn asthma g it not well conlrolled and if nothing is dene could
fead (o & full biown asthma miuck Ds-h&-u_l-luhohmdawohmwﬂm asthmn
Is conlmdlng

How Seretide Can Help

Leam how Sorel.de works for palk with asthma, refieving and trealing the underying

causo.

Rearoncer:
1. BalamanED wi el Am J Respir Cell Carw Mivd 2004; 170306844 12 Bateman ED o o Alwyy. 2000,83:902.9

Fae Rurther procuct nmumms-m,m-hcum—lm-lm {CMI) and Dala Shoal » wywmedsale ol ng,

Conaumer idormation | Privacy | Terms & Condivona | GSK | Reportan Adverse Event
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Asthma medicines

There are many dilferent medicines available for the treatment of
asthma and most are laken as inhalers. Your healthcare professional
will go through the possible treatments wiih you and together you will
agree the ones most suitable for you. Here's a brief description of
some of the terms you may hear.

Relievers

A reliever medicine, which is usually delivered by a blue inhaler,
provides rapid, but short-acling refief of chest fightness and wheezing
by relaxing the narrowed airways (known as bronchoconstriction)
helping the symptoms of wheeziness and breathlessness.

The most commonly recommended relievers are drugs called short-
acling beta-2 agonists. These work within a few minutes o make it
easier for you Ip breathe. There ace a number of different reliaver
inhalers which can be used. Your healthcare professional will advise
which is most suilable for you.

Take your rellever with you in case you experence symploms
however relievers shouldn't be needed very often. If you need them
most days or are ever waking at night needing them then your asthma
s not wall confrolied and you should have yaur asthma reviewed by a
health professional.

Preventers

People with asthma have inflammation of the lining of the air tubes.
This inflammation causes irritation and narmowing of these fubes
which in furn causes the symploms of wheezing, tight chest and
cough, Preventer medicines ara designed to reduce this inflammation
in Ihe air tubes, pravent symptoms occuming and prevent asthma
attacks. )

To achieva this protective affect, they must be taken regularly (usually
morning and night though sometimes just once a day), even when yau
are feeling well as there will nearly always be persisting inflammation
in the lungs that will cause problems sooner or later if Jeft untreated
Most peaple with asthma will be prescribed prevenler medicines as
ihey ara a comersione of trealment. The most widely prescribed
preventer medicines are Inhaled steroids which usually come in
brown, red, or orange inhalers

Some preventers come in the form of tabiets, such as those called
leukalriene receplar antagonists (LYRAs), and theophyliine.
Sometimes steroid tablets (e.g. prednisolone) are required to treat
badly controlled asthma.

Other medicines
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Il your asthma is not well controfled with your regular preventer, your
heallhcare professional may suggeat using additional, or add-on,
therapy such as a long-acting bronchodilator to help you get your
control get back on frack, There are also combined therapies which
are bath preventer and bronchodilator medication. Other types and
formats of medicine are avallable to help your heallheare professional
give you the mest appropriate reatment for your needs.

Side effects

Many people are concerned about the side effects of asthma
medication, pariicularly If it is taken over a long period of time. There
has been a Iot of research into the benefits and side effects of asthma
medicines, and overall the benefit of using them has been shown to
oulweigh lhe risks fram thelr use in those who need them.

The steroids used in many preventer inhalers at the doses most
prople use do not cause addiclion, do not fose their effects over lime
or cause an increase in weight. The majority of paople with asthma
only require low doses of inhaled steroids which are uniikely to cause
serious side-effects around the body. Sometimes regular inhaled
sleroids can have affects on the mouth and lead o mouth ulcers or
oral thiush, but this can usually be avoided by simple measures such
as rinsing the mouth after using the inhaler or by ysing a spacer

As the dose of a freatment increases so does the possible risk of side
effects however high doses are only rarely needed and only become
necessary if yaur asthma is not well controlled. Your healthcare
piofessional will work with you 1o maintain goad control and keep your
medication at the lowest possible dose

The patient information leaflet you receive with your asthma treatment
has delailed information about side-effects. If you ara concemed
about particufar side effects or think hat a treatment (s causing a side
effect speak {o your healthcare professional for advics.

Back (https://myasthma.comien/library)
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Our concerns with Relvar Ellipta

See all the Letters to the editor>
Wed, 19/02/2014 - 11:23 — journal corresp...

Published date:
19/02/2014

Letter type:
Medicines

From Mr T. G. D. Capstick, MRPham$S, and others

We would like to alert pharmacists to the potential for inadvertent dosing errors that may occur when
patlents are prescribed the new Relvar Ellpta (fiuticasone furoate/vilanterol) inhaler for asthma or chronic
obstructive pulmonary disease.

Pharmacists should be alert to the fact that the licensed strengths of Relvar Ellipta (92yg/22pg and
184pg/22pg) are equivalent to medium to high doses of fiuticasone propionate (500pg and 1,000ug,
respectively). There is no low-dose inhaled corticosteroid version avallable and the 92y19/22pg strength,
marketed as “low to mid dose of inhaled corticosterold” Is actually at the top of the dose-response curve In
asthma. Consequently Relvar Ellipta is not appropriate for patients at Step 3 of the British Thoraclc Society
and Scottish Intercollegiate Guidelines Network asthma guidelines.

For many years, pharmacists and other healthcare professionals have been educating patlents on when to
use their inhalers for asthma and COPD, and frequently use simple terms such as “reliever” or "bius
inhaler” to advise patients when to use thelr salbutamol or terbutaline, and terms such as “preventer” or
"brown, red or purple Inhaler'to advise patients when to use their inhaled corticosteroid inhaler.

We are concerned that the new Relvar Ellipta inhaler will be confusing for patients because It has a blue
cover and the brand name sounds simllar to “reliever”, This could cause patients mistakenly to use Relvar
Ellipta on an “as needed” basis rather than regularly just once a day.

When we have shown pictures of the new Relvar Ellipta inhaler to patients and healthcare professlonals,
almost all have thought that this looked like a reliever inhaler and that it should be used when necessary

for symptomatic relief.

There are other brands and generic Inhalers that do not conform to the usual expected colour coding
convention of Inhalers, and pharmacists should be aware of these when educating patients.

Toby Capstick

Lead Respiratory Pharmacist

Leeds Teaching Hospitais NHS Trust
{Toby.Capstick@leedsth.nhs.uk)

Hasanin Khachi
Lead Pharmacdist, Respiratory Medicine
Barts Health NHS Trust

Anna Murphy
Cansultant Respiratory Pharmacist

University Hospitals of Leicester NHS Trust

hup:/frww.pjonline.com/letiers/our wmcmsl\%i}lfmlvm‘ cllipta 07.03.2014
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Grainne d'Ancona
Principal Pharmacist

Guy’s and St Thomas' NHS Foundation Trust

Helen Meynell
Consultant Pharmacist

Doncaster Royal Infirmary

Nicola Berns
Deputy Chief Pharmacist
Governance and Clinical Lead

The Queen Elizabeth Hospital King’s Lynn NHS Foundation Trust

Suman Gupta
Lead Respiratory Pharmacist

Stockport NHS Foundation Trust

On behalf of the UK Clinical Pharmacy Association Respiratory Group

DECLARATION: In the past two years Mr Capstick has received payment for educational sessions to
various healthcare professionals from GSK, Novartis, Teva, Pfizer and AstraZeneca. He has also received
sponsorship from Teva to attend the European Respiratary Congress in 2014,

Hamzah Baig, respiratory medical director, GSK, responds: We would like ta clarify the correct dosing
and the patients who may benefit from Relvar Ellipta while addressing the other points raised. This new
inhaled corticosteroid (ICS) and long-acting beta-2-aganist (LABA) combination treatment contains
fluticasone furoate (FF) and vilanterol (VI), respectively, 92/22ug and 184/22pg are approved in asthma
and 92/22ug in COPD patients.

FF/VI 92/22g was granted a low-mid dose ICS licence, indicated for the regular treatrnent of asthma in
patients =12 years not adequately controlled on ICS and as an “3s needed” shart-acting inhaled beta-2-
agonist, where appropriate, and can be prescribed as such. The licence of “tow-mid dose” FF/V] was
granted on the baslis of clinical trials that have demonstrated its effectivencss and safety In thousands of
patients on low-mid ICS. FF/VL is generally well tolerated, simllar to other ICS/LABAS (see summary of
product characteristics). A dose of 92ug FF Gnce dally Is approximately equivalent to 250pg fluticasone
prapionate (FP) twice daily. The approved indlcation Is consistent with BTS-SIGN guidance In asthma
management when stepping up appropriate patients from Step 2 to Step 3.

Traditionally, ICS dose has been described according to equivalence to beclometasone diproplonate (BDP).
However, the exact equivalence of FF to BDP is not knpwn because this has not been studied, FP was used
as a comparator and s relevant as the ICS component of Seretide which is the most widely used
ICS/LABA In the UK, with extensive clinical safety data over 16 years. Equivalence of FP to BDP was
demonstrated through bloequivalence studies whereas FF to FP equivalence was measured through
improvement in lung functiorn. Therefore, no comparison of FF to BDP can be determined. ;

BTS-SIGN guidance states that an absolute threshold of steroid dose for introduction of LABA add-on
therapy in all patlents cannot be defined and patients should be initiated on 2 dose sultable for disease
severity, and regularly assessed for stepping down treatment where appropriate.

Relvar Ellipta is a dry powder inhafer (DPI), has a light grey body, a pale blue cap and stands up on flat

surfaces. Patients and healthcare professionals were involved throughout the development of Relvar
Ellipta, including shape and colour, which fram the limited scope of colours shauld be glabally accepted.

11
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Many inhalers are metered dose Inhalers (MDIs) and are distinct from DPIs In shape, operation and
handling, In studles, Relvar Ellipta showed that at least 95 per cent of patients with asthma and COPD
used Ellipta correctly first time after one demonstration and >99 per cent were still using it correctly at

day 28.
The name "Relvar” was created to suit many languages throughout the world. This has gone through the
rigorous European Medicines Agency Name Review Group approval process to review suitability and one

name is authorised throughout all member states. GSK has fully complied with this strict guidance. To
date, we have not observed any safety signals relating to the name or colour,

We believe that pharmacists are well placed to help support patients on the appropriate use of their
medication. Further Information for pharmacists is available at www.relvar.co.uk.

See also: European Medicines Agency to approach GSK after respiratory pharmacists ralse concerns about
Relvar Ellipta
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Asthma Treatment and Prevention

Asthma treatments

There are four main types of Inhaled asthma treatments (asthma inhalers).

S Relievers
Redevers (usually blue) give rapid refief from asthma symploms by
[ E= relaxing your ainvays. Rellevers work vithin 1-3 minutas and last for 3-4
houra.

Preventers
—

Praventers {usually brown or orange) reduce Inflammation inslde your
= alnways lo help provent asthma symplems from occuming in the first

place.
s Symptom Controllers
Symptom Controllers (usually green) also relax the ainvays but they last
o for fonger (around 12 hours), Thay should always be laken with a
Prevenler.
—_— Comblnation Inhaters
- Combination inhalers (red or purple) contain a Preventer AND a Symptom
" = Controfier in one inhaler, They do two jobs by helping prevent asthma

symploms AND by refaxdng the airvays.

Symbicorl SMART iz a combination treatment. With Symbicort SMART you only need one Inhaler becausa il
comblnes iwo medicines - one that helps prevent asthma AND one thal gives rapld rellef when you need i, so
you don't need a separaie bjue Inhaler any more.

Symblcort SMART is the only asthma medication that can be used as both a preventer and a rellever.

If you have a question refating to an adverse event or product complalnt for an AstraZeneca product,
pleasae contact us o +64 9 306 5673 or by email at Regulalory. NZ@aslrazensca com

Symbicort® Turbuhaler® 100/8 & 200i8

Symbicort Twbuhaler used i Symbicert SMART(S bk Aab Tharapy) ins budpsonido 100py of
200pg per doso (p tar) and eformeteiol Gy { fet). Symiioont SMART ig il fot iha regor Irastment of
osihava whoto mnbmwn thernpy is appfopfal, spm:ﬂccﬁ'am app!y for tha 10 2nd funiing of Symbicort, ol el patierts wa
eligibla for reaimant with SymblescL Ask yourr docior f Symbicert it right for you, Usa strctly o dieclod. Symbleort should not ba
Initiated as yency for savera ions of for poatlents with aouloly jing msthma symploms. Bo nal use i
yew are ellsrgic 1o budasonide or efetmolarcd. Tol your doctor f you havd thyrold probk heart peobh diahal

with polassium Jovals, prognancy, bronst-fooding. Common side aifects inchudo mild krstation lhn theal, couphing, hnaueness,
thiveh (fungat nfaction in mouth ond theoat), headacha, lembling, fast of iregular heatbeal Raorely, allerglc reactions, Proscrption
Wodicino. ¥ symp ninue or you axpast side efiecls, 280 your heatthcora professional. Your doctor's feaand
prescripilon fee vill apply.

For il Ci Tdedicing Information for Sy I5r S22 war madrulegovl g, Symblwn SWMART and Turbuhzler e
trademarks of AstraZensca Group, AsleZaneca le'leu, £289 Privala Bog 92175, Auckiand 1142, Tefdphone (09) 305 5650
Fatsimile (09) 308 5851, TAPS NA 5723 APRIL 2012 essence AZ5730.

* Symbicort Meinlenance And Reflever Therapy

1, Symbicort Turbuhaler Dala Shasi 31 Oclober 2011,
2. Jadkson el &), J Allargy Clin immunol 2010;125:1178-1187

httnelhsmanw eumhicrnet ra n7/ahant/acthima treatmeante nhn

nse

25062014



’B\Lﬁ% LS

Inhaled medicinal products - the Easyhaler® platform - Orion Corporation Page 1 of 1 4

Srion

Home / Research and development / Therapy areas of research / inhaled medicinal products - tha Easyhaler® plaiorm

Inhaled medicinal products - the Easyhaler® platform

The Easyhaler®, a device-metered dry powder inhaler developed and patented by Orion, is an environmentally friendly and efficient, yet easy to
use inhaler for tha treatment of respiralory ilinesses such as asthma and chronic obstructive pulmonary disease (COPD). Orion aims to expand the
product family of inhalable Easyhaler® drugs used for trealing asthina and chyonic obstructive pulmonary disease. Easyhaler products are
available in more than 25 eountries worldwide.

Currenlly four medicinal products are available in the patient-friendly Easyhaler® device.

IMadicinal product [JActive subsiance Fe _]
Budasonid Budesonide onlroller medication for asthma.

Casyhaler®

Beclomel Beclometasone ontroller medication for asthma.

zasyhaler®

ormolercl IFarmoterol sonlroller medication for combination frealment of asthma and bronchoditator for mainlenance
asyhaler® realmenl of COPD.

Buvenlol Easyhaler® ﬁ(ssbulamol eliever medication for asthma and COPD; protecior against bronchoconslrictors,
albulerol) | I

A dry powder inhaler defivers the active drug substance direclly to the lower airways, where il exerls ils intended effect. Only small amounts of active
substance become available in the dirculating blood, keeping any unintended harmful effects to a minimum. This guaraniees a maximal benefit-to-isk
ratio for inhaled treatments.

1 New medicinal products ulilizing the
' Easyhaler lechnology pletform are under
development.

Qrion is developing known aclive
substances and their combinations for use
in the Easyhaler and there are dinical
studies on-going.

In addition, the Easyhaler platform can be used in lhe research and development of new molecular entilies and proprielary products. In the fulure itis
possible lo develop dry powder formulations for inhalalion of drugs used in the systemic treatment of iilnesses oulside lhe respiralory tract.

Orion has ongoing projects to broaden the range of the inhalable Easyhaler® drugs product family, Orion submitted an application for marketing
autherisation for a combined budesonide-formoterol Formulation in Europe in March, and the application is being pracessed. In this formulation,
budesonide acts as an anti-inflammatory agent and formoterol acts as a long-acting bronchodilator.

In addition, Orion has another Easyhaler research programme in progress to develop a combined fluticasone-salmeferol formulation for European
markets. In this formulation fluticasone acts as an anti-inflammatory agent and saimeterol acts as a long-acting bronchoditator.

Updated Oct 30th 2013
Orion Corporalion, Ofionintie 1A, 02200 Espoc, PO Box 65, FI-02101 Espoo, Finland
Phone +358 104261 ® Copyright Orion Corporation. Company code, VAT 19992126,

http://web,archivc.org/\-veb/20140425062805/http://orion.ﬁ/en/Research-and-dcvelope... 27.06.2014
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ASTHMA DRUG THERAPY

RELIEVERS CONTROLLERS '; PREVENTERS.




Salmex z prostym w uzyciu
inhalatorem Orbicel

Salmex to pierwszy lek stosowany w terapii astmy oskrzelowej i POChP,
ktory posiada instrukcje uzycia umieszczong bezpoérednio na inhalatorze.
Dzigki prostym piktogramom obrazujacym eztery kroki obstugi inhalatora,
teraz Tw¢j pacjent bedzie doktadnie wiedzial, jak z niego korzystac,

#
Sa_lrn% www.celonpharma.com CELON PHARMA

L/
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Statement of Dr. Anne Niedermann,

Institut fiir Demoskapie Allensbach

I, the undersigned, Dr. Anne Niedermann, Director of Research for Legal Evidence
at the Institut fur Demoskopie Allenshach, Germany, hereby declare as follows:

a.  lam regularly asked by courts and private entities in several European
countries to render expert opinions about fact-finding issues on the basis
of surveys in connection with trademark disputes,

b. Along with a brief filed on August 19 2015, GLAXO SMITH KLINE
introduced another survey conducted in Norway by GFK HEALTHCARE
DIVISION in collaboration with the fieldwork provider, RESPONS
ANALYSE AS (= Exhibit 16, entitled "272.201.10008 - Inhaler: Colour
Assaociation Survey ~ Norway", accompanied by an English translation of 2
statement by Mr. Morten Engan, the responsible researcher at RESPONS
(= Exhibit 17. According to GSK's brief of 19 August, p. 4, this third GSK
survey focuses on the perception of the colour shade PANTONE 2587C,
which is one of the two colours featured in the GSK SERETIDE inhaler.
The figldwork toak place between January and March 2015 (according to
the statement by Mr. Engan = Exhibit 17, p. 3). Iwould like to point out
that even though fhe data for the Survey according to Exhibit 18 was
established back in January-March of 2015, the transiation of which was
only brought to my attention on August 25™ 2015,

Furthermore, two statements, one by Prof Lars Erling Olsen (= Exhibit 19)
and one by Dr. Aimut Pfliiger (= Exhibit 18) pertain ta this survey,

d.  |was asked by the company SANDOZ to submit a statement on the
probative value of the aforementioned third GSK survey In the pertaining
case from my professional viewpoint as a social scientist specialised in
survey research for legal evidence, including surveys on trade mark
Issues at both the national and the Eurcpean level. The Allensbach
Institute will charge SANDOZ for my work on this matter in accordance
with the Institute's regular fee schedule but | render this statement in an
independent, scientific and neutral manner on the basis of the

attachments cited above,

I examined the RESPONS survey in the light of general scientific criteria as well as
any applicable specific guidelines and rules developed by case law that should be
adhered to for a survey to qualify as neutral, unbiased evidence with probative

value.

With the third survey, GSK seeks to support a finding or "distinctiveness of the
colour purple, namely pantone 2587¢" (cf. brief of August 19", 2018, p. 5). At the
same time GSK refrains from deriving any conclusions from the survey with regard

to the issue of a "mark with reputation”.

.. 283



Statement Anne Niedermann, 31 August, 2015

My overall conclusion with regard to the method employed is the same as with the
two former GSK-surveys (Exhibit 113 and 116): Also the survey submitted in the
form of Exhibit 16 does not prove acquired distinctiveness in Narway.

My main reasons for coming {o this conclusion are as follows;

In reaction to my criticism in my first statement on the first two surveys fram Norway
(= Exhibit 113 and 114 in the writ of 28 October 2014), the third GSK-survey omits
several grave mistakes in the sampling and recruiting process that were detrimental
to the probative value of both the first and second survey of 2014 (= Exhibit 113 and
114). 1t is correct to select professional respondents without any restrictions as to
the number of inhalers sold or the frequency of prescribing them. Based on the
avallable information, I will not raise abjections as to the recruiting process here. |
will also not attack the sample size, although the sample size of n = 145 among

pharmacists and 150 among doctors is at a low end.

Nevertheless, implementing some lessons learmed from earlier surveys, omitting
some mistakes in sampling and analysis and making minor changes to the warding
and order of questions still does not render ihe new approach a useful survey
overall. Even the third GSK survey far from delivering a proper survey on
distinctiveness. The persisting problems are not so much rosted within the technical
exacution by the fieldwork company RESPONS (sampling, recsuiting etc.) but
concern the covering of the whole relevant public as well as, most impartanily, the

test object and questionnaire wording.

1. Relevant public not covered entirely

A central criticism is that the third GSK survey (Exhibit 18) ~ in confrast to the two
SUrveys before - completely lacks results for patients, even though GSK included
this group in the first surveys as being just as relevant as the other two groups

(doctors and pharmacists).

The problem of not being able to find enough respondents in Norway among
Patients that did not already take part in the two GSK surveys of 2014, is not
inherent in the survey method as such. If GSK had commissioned an unbiased
Sampling approach from the very start and had refrained from conducting two
Surveys with biased method back in 2014 (= Exhibit 113 and 116), they would not
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now have to deal with a shortage of respondents among patients in the new survey
from Exhibit 16.

There is a basic requirement that must be fulfilled before a survey on the legal
concept of distinctivenass can be afforded any probative value: the survey must
have been conductad among the entire relevant public (which in this particular case
also includes patients). In INTA’s international review of rules for surveys that are
submitted for legal evidence, the rule that the survey has to include "all actual /
prospective purchasers" is included in INTA's list of recommended best
practices.! In OHIM's Manual of Trade Mark Practice on surveys in the context of
CTMs, the rule reads as follows: "The criteria for the selection of the interviewed
public must be assessed carsfully. The sample must be indicative of the entire
relevant public and, accordingly, must be selected randomly." (OHIM Manual, Part
B, at 2.12.8.4). The respective rule is also emphasised in Norwegian sources, cf,
LASSEN/STENVIK, Kjennetegnsrett, 2011, 244: VIKEN, Markedsunderspkelser som
bevis i varemerke- og markedsfaringsrett, 2012, 70; cf. also Swedish sources:
NORDELL, Varumarkesrittens skyddsobjekt om ordikannetecknets mening och

referens, 2004,197.

The definition of what groups of people altogether constitute a relevant public is
basically a legal definition and is not part of the general rule illustrated above. The
definition must be found in each case individually and may differ substantially from
cast to case. Obviously, in the two surveys of 2014 (= Exhibit 113 and 114), GSK
held the patients as relevant as doctors and pharmacists. If one regards patients
are being part of the relevant public in the specific case at hand, one has to
conclude that this third GSK survey (= Exhibit 18) violates the basic rule for survey
evidence, namely that the survey has to cover the entire public. Because the third
GSK survey does nat give any results for patients (users), despite GSK regarded
them a relevant group in the case at hand, the survey can be discounted as one-
sided. [t shows only one side of the coin, the perspective of professionals.

2. Testobject

The test object as well as the question wording of the third GSK survey of 2015 (=
Exhibit 16) are in large parts nearly the same as in the first one (= Exhibit 113), for

TINTA, Report on best practices in condueting surveys in trademark matters, 2013, para. I/C
(hup:ffwww.inta.orgm.dvocacy-’Pages!Reporis.aspx}_
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which we know that the questions were drafted by GSK themselves. Not
surprisingly, therefore, the third GSK survey does repeat severe mistakes, already
highlighted by me in Exhibit 67 to the Defendant's brief of 9 December 2014 in
relation to the test object and question wording, which are both at the core of the
probative value of any survey - with the result that this third survey also does not
constitute valid proof of the distinctiveness of the GSK SERETIDE appearance.

Moreover, the third survey does not reflect the fact that the GSK SERETIDE inhaler
features a combination of two shades of colour on a three-dimensional shape: As in
the previous GSK-survey (= Exhibit 113), the test object, a colour card, displays only
one single colour shade whilst the question wording throughout the survey also does
not pertain either to the issue of a combination of two shades of purple on the GSK
SERETIDE inhaler, or, respectively, {o the combination of two shades of purple plus

the shape.

As in Exhibit 113 and throughout Exhibit 16 before it, the question wording does not
even focus on the specific shade of purple claimed, as the question wording
throughout the entire survey leads respondents to think unspecifically about the
colour purple in general. We cannot know for sure whether each respondent was
actually thinking about the particular colour shade at issus when answering or

whether hefshe perhaps had some other shade of purple in mind.

3. Testapproach and questionnaire wording

The general test approach and the questionnaire wording employed by the
GSK/RESPONS survey of 2015 (Exhibit 16) remain, once mare, unclear. Neither the
title of Exhibit 16 ("Colour association survey"), nor the accompanying statement of
Mr. Morten Engan (Exhibit 17), the researcher at RESPONS responsible for
conducting the fieldwork, identifies properly the legal concept the study was
designed to measure. What Mr. Engan describes on p. 1 as the assignment: "... o
determine ... whether the (purple colour ‘pantone 2587C ... has a clear recognition
value with regard to inhalers..." does not grasp the legal concept of acquired
distinctiveness. Mr. Engan does not mention any specific personal experience in
designing surveys for legal evidence either, rather he seems to be qualified as a
9eneral market researcher, This fact taken together with the further fact that he did
ot state that he himself developed the test approach as well as the questionnaire
Wording independently from GSK, and the fact that the wording of the core
Questions is basically the same as before in Exhibit 113—where we already know



Statement Anne Niédermann, 31 August, 2015

that it was drafted directly by GSK—it becomes clear that the approach of the new
survey in Norway was also not developed independently frem GSK. This is
confirmed by Dr. Pfliiger's statement on the third GSK/RESPONS {Exhibit 18) on
p.1: GSK themselves and the law firm Stephenson Harwood LLP wrote the
questions, instead of the responsible survey researchers at GFK or RESPONS,

Prof. Olsen also does not name the legal concept that was researched by Exhibit
16. His description of the research topic as being "to determine the association and
perceived connection between the colour purple and GSK/Serefide" (Bilag 19, p. 1)
is not matching the legal concept of source distinctiveness for which GSK claims the
results of the survey. Prof. Olsen defines furthermore the test object as being the
basic "colour purpfe". This is imprecise. The colour purple per se includes many
different shades. The legally relevant test object would rather be "a specific purple
colour shade". "Perceived connection" is also unclear. What specific connection is

GSK's survey all about?

Obviously, 3 out of 8 questions posed in connection with the test object {Q2, Q4 and
Q8) are meant fo establish a so-called "3-step test’, a standard test for
distinctiveness.? As for the Nordic countries, Sweden has established the same
approach of a 3-step test, ¢f. PBR 05-080 (Kexchoclad). In the present case, the

test has been incorrectly executed.

The questionnaire includes more test questions than just the three
core questions required for a normally straightforward and compact
3-step-test. There is one biasing introductory question, Q1, and
there are more questions mixed in between the core questions
(specifically Q3 and Q5). These additional questions are not neutral
but diminish the validity of the intended test, since the core
questions Q2, Q4 and Q7 are adversely affected by the additional
prior questions. The additional questions induce socalled framing
effects. [tis important that the respondents of a survey on
distinctiveness keep strictly concentrated only on the sign to be
tested and come to the abstract decision whether the sign is from
only ane single source or not (that would be Q4 here) before they
think about the market in general or about names of companies.
Instead, in the present survey, their focus was redirected and they
were led to think more broadly as early as Q1 and, again, by Q3 and
Q5 just before the respective core questions Q2, Q4 and Q7.

In light of this, Dr. Pflliger's conclusion regarding Q1 on p. 4 of
her statement (Exhibit 18): "Such extremely high correct attributions
.. al the beginning of an interview are a first indication ... that there
is a link between the colour shown in connection with inhalers and
the company" is on the one hand very true: It perfectly describes the

d £.9. on CTM-level R 1810/2008-4 — 3D mark shape of a suitcase / RIMOWA I, para. 35; R
355/20074 - Colour mark Qrange and Grey / Slikl, para. 41 el seqq.; R 1/2005-4 - Red (ool
case / Hilti, para. 34 et seq.; T-164/03 [2005] - Monbébs, para. 80 et seqq.
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market leader effect induced by Q1—which is nof to be confused
with source distinctiveness. On the other hand Dr. Pfliger's
conclusion is definitely incorrect, as Q1 does not capture attributions
(as Q4 should) but mere associations witheut any source
exclusiveness. In Q1, respondents merely state what comes to mind
when they see the card and hear the product category "inhalers"
without any focus that could possibly be interpreted as measuring
source distinctiveness.

In this very case, the share of awareness in Q2, which at first
sight appears high, is easily explained by the frame of the prior
question, Q1, which invites answers in [ine with the market leader
effect: as soon as you think about the category inhalers (instead of
sticking strictly to a facus on the sign to be tested), respondents are
likely to remember and name market leaders, of which, of course,

they are aware.

it is important not ta insert any questions in between the three core
questions of a 3-step-test, especially not general questions, in order
to avoid a market leader effect. In this case, a market leader of the
product category inhaler in Norway is the one who claims
distinctivenass (GSK). It is imperative, that market leaders take
steps to prevent the probable market leader effect when conducting
surveys on distinctiveness. That effect is when respondents name a
particular trade mark or company {here: GSK or SERETIDE) just
because the name of a market leader or its product comes to their
mind in the form of a loose mental association when they think
about the product category (inhalers) and not because the individual
respondent actually connects the very sign in question (the colour
shade) exclusively with the company or product of a market leader.
In the third GSK survey, there were less questions in between the
core questions than in the survey according to Exhibit 113, yet the
questions Q1, Q3 and Q7 before the respective core questions still
invited the market leader effect and, most probably, hyped the
results in favour of GSK,

The most severe mistake of the first GSK-survey (Exhibit 113) is
repeated: again, the core question (in Exhibit 16 Q4) has far too
imprecise wording.

The need for precision in the question wording was pointed aut in
the Norwegian case (Supreme Court) Rt. 1979, 1117 (Cash &
Carry). Imprecise questions lead to the conclusion that the survey
has low probative values,

In the present case, the report in English (= Exhibit 16) suggests
that a certain share of interviewees selected the statement that
reads: "/nhalers of this colour originate from one (accentuation by AN}
specific company'. In fact, the actual wording of the statement that
was read out to the respondents was according to the
guestionnnaire (Exhibit 17, Question 4 on p. 6); "Etfer min oppfating,
s& kommer inhalatorer med denné fargen fra et spesifild sefskap”.
Translated correctly into English, this would be "/n my opinion,
inhalers with this colour come from a (accentuation by AN) specific
company”. Se, by choosing this statement respondents merely
confirm the easy-to-agres-on cbvious fact that each inhaler on the
market naturally must have been manufactured by ssme company.
The statement in the original Norwegian version does not canvey
source distinctiveness properly, as the necessary reiterated and



e A R

Statement Anne Niedermann, 31 August, 2015

exclusive attribution to origin from only one single commercial
source, which would be indicative of the distinctive character of a
trade mark, is not captured. The wording of Q4 is unable to measure
the core of the legal concept of source distinctiveness as exclusive
attribution.

In light of this, it is misleading to the reader to describe in the
report (Exhibit 16), e.g. in Summary B (table 6) and Sumimaries, as
analysis of the group of respondents with “awareness and indication
of Only (sicl, accentuation by AN) one company”. “Only" is exaclly
the word, namely the necessary focus on source exclusivity, that is
missing from the actual wording of the relevant statement in the
core fuestion Q4,

Dr. Pfitiger is correct in mentioning that | follow the same basic
approach that GSK is aiming for with Q4 (p. 4, fn. 4). However, the
important difference in approach to the present GSK surveys
(Exhibit 113 and 16) is that ALLENS BACH surveys use proper core
questions that definitely capture source exclusivity.

Prof. Olsen seems to be of the opinion that the "assocrations"
measured here instead of distinctiveness were helpful to clarify the
legal concept to be proven, However, “associations" are irrelevant
when it comes to source distinctiveness. Associations are 3 much
more superficial type of mental connection than what is actually to
be proven here: exclusive attribution in the sense of indication of
arigin to only one commercial source. Therefore, contrary to what
Prof. Olsen highlighted on page 3 of Exhibit 19, the results on
spontaneous associations as triggered by Q1 are of little evidential
weight compared to results on source attribution {that would be the
interrelated analysis of Q2, Q4 and Q7, see section 4 below). As far
as Prof. Olsen is of the opinion that the associations measurad
would even prove a transfer of opinion to other products, this is not
a relevant remark in the context of distinctiveness: Only if all doubts
on the existence of original and/or acquired distinctiveness of a sign
were removed, ene could start to look at the degree of awareness of
the test object, and only then associations come into play. But if, as
is the case here, the discussion is stil about the basics, the
distinctiveness, it is not possible to turn already to the next step, the
reputation or "well known status” of a lrade mark that definitely has
acquired distinctiveness.

*  Ultimately, the third GSK survey submitted as Exhibit 16 includes no
control group that could measure the strength of the aforementionad
market leader effect in order to clean (subtract) it from the data. At
least an unknown quantity of the responses that mention GSK or
SERETIDE as the brand name or manufacturer in Q7 can partly be
explained independently of the colour: be it because of a market
leader effect (which is in the end a top-of-mind effect), The GCEU
recognised this frequent daficit in surveys on acquired
distinctiveness in which the market leader is involved in the decision
"BIC"? In the present case, responses that name GSK or
SERETIDE in Q7 may represent nothing more than a reflection of
brand market share. The brand comes to mind the moment

¥ GCEU, T-262/04 [2005] ~ Bic, para. 84 et seqq.
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respondents are told the category of product, namely inhalers in
general, or they were just guessing. Therefore the GSK/GFK survey
fails to establish true causality. It is not able to determine what share
of responses that mention "GSK" and/or "SERETIDE" were actually
caused by the shade of purple in question. For establishing true
causality, a contral group test is imperative and 'state of the art’ in
surveys for legal evidence when a market leader is involved, e.g. in

the U.S. Control groups are also listed by INTA as recommended

“best practice"

In Prof. Olsen opinion a control group was not necessary. Clearly,
providing the standard answering category "don't know" does not
prevent guessing effects. And it is not a logically valid point to argue
that the answers to Q4 (if the object "is from a specific company"”)
would show that there is no adverse effect. This very question, Q4,
might be inflated by the market leader effect and only a control
group design can measture the exact share of guessing of a market
leader effect. The control group is always set up to re-check exactly
the core questions. Here that would be a check on Q4 as well as on
Q2 and Q7. The opportunity to simply guess a market leader occurs
inevitably in any study on a product that belongs to the market
leaders from the very first survey question on, as already the mere
mentioning of the product category or service category (here:
"inhalers") triggers the undesirable effect of guessing a market
leader within that product category, not necessarily the test object
itself (here: the colour shade). The opportunity to guess is inevitably
introduced by the necessity of naming the product category in the
survey.

If survey results are challenged because of a market leader effect
as in the present case, this is basically a challenge of the underlying
causal proposition in cases such as this one where the owner of the
3ign is one of the market leaders: Is the test object actually: the
reason for the answers of the respondents or the product category
itself and what exact share of the answers ground in general
guessing? Acquired distinctiveness is only definitely proven if the
extend of a probable market leader effect is determined by means of
control group design and the percentage share of respondents that
nevertheless name the respective brand or company even when
seeing a completely different and non-confusable test object (here it
would be another colour shade far from the colour violet) is
subtracted from the survey results that relate to the colour shade in

question.

The problem that the GSK/RESPONS test approach does not
properly reflect distinctiveness and that the answers are most likely
mixed with loose associations to a market leader is confirmed by Q5
"Why do you say that?". If there were actual distinctiveness because
of the colour shade (causality!), the answers to this question would
accordingly clearly centre on the very colour shade tested as being
the reason for the previous answer ("from one specific company"} in

L]

" Seidman Diamand, Reference guide an survey evidence, in: Federal Judicial Center: Reference
manual for scientific evidence, Third ed., Washinglon (2011), 359424, p. 397 et seqq.; INTA, Repoit
on best practices in conducting surveys in trademark matters, 2013, para. I/C
{(hip:#hwwar inta.org/Advocacy/Pages/Reports.aspx).
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Q4. Unfortunately, no results of Q5 are disclosed for the decisive
group (respondents who (a) know the colour or are undecided if
they know it, (b) attribute it at the same time to only one company,
(c) name at the same time in Q7—not in Q1!—GSK or SERETIDE
and (d) whose reasons in response to Q5 at the same time pertain
to the specific colour shade). However, from the basic count
provided for Q8 in table 7 one can at least obtain a rough picture:
the percentage shares among all pharmacists and GPs that pertain
to the very colour shade tested are definitely well below 50 percent:
the result of a simple addition of the relevant answers’—ignoring for
once the necessity of a net value count—is only 3 percent of all
pharmacists and only 14 percent of all doctors.

4. Data analysis

There is a basic problem in connection with the data analysis by GFK/RESPONS in
Exhibit 16. | recognise the effort of RESPONS to provide interrelated counts like |
had postulated in my first statement on the GSK survey of 2014 {Exhibit 113).
Nevertheless, the interrelated counts that provide summaries are all incorrect (tables
6, 10, 11, 12 and 13)°. They all integrate results pertaining to Q1 into the analysis
and these are irrelevant in the 3-step test. Q1 captures associations of names that
come to mind, not exclusive source atiribution. Mere associations, however, are
definitely irrelevant in an analysis of a 3-step-test. A proper analysis should have
combined only Q2, Q4 and Q7. Especially the end result that is to be derived from
table 6/Summary B is incorrectly established for this reason.

Dr. Pfitger glosses over this problem in the analysis several times in her statement:
firstly by giving the diagrams on the right side of p. 3 that cite the values 84 percent
and 65 percent from table 6/Summary B a title which suggests these were actually
denoting the share of respondents that were "Aware and indicating origin of one
specific company Q4". This is not the true picture because association results from
the irrelevant Q1 were mixed into this analysis, as is revealed by the text above the
matching table 6 of Exhibit 16 and an easy-to-miss hint in the left side of the
diagram in Exhibit 18: Q1 is listed amang the questions that were part of the

analysis.

® “GSK uses that colour/Seretide uses that colour": 2 percenl among GPs; "/ have only seen if
on one lype of inhalet/manufaclurer” 3 percent amang pharmacists and 4 among GPs,
"generic manufacturers fend to use the original colour” 2 percent among GPs: " think it is 2
patented colour/only Serelide GSK uses this colourthave nat seen it on anylhing other than
Serefids" 3 percent amang GPs; "Would be confusing if other company used this colour”, 1

percent amonyg GPs.

® The lables 11, 12 and 13 are irrelevant for the end result as they incorporate follow-up
queslions after Q4 which do not belong to the standard 3-step fest (Q6, Q7).

2
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Similarly imprecise is Dr, Pfiiger's sentence on p. 5 suggesting that tables 8 and
9 infer that 56 percent of pharmacists name ... GSK / GLAXO SMITH KLINE fo be
the one company'" (on p. 5). Also into this analysis, results from Q1 were mixed in
inappropriately which have nothing to do with attributing to only one company (cf,
text above tables 8 and 9 of Exhibit 16},

The imprecision reaccurs when Dr. Pfiliger cites on p. 6 and p. 8 of Exhibit 18 the
figures from table 10/Summary C of Exhibit 16 that seems to specify the share of
those who name a wrong manufacturer. In that case also, results from the irrelevant
Q1 were mixed into the analysis.

To mix in association results from Q1 in any of the analyses might perhaps have
been an attempt to heal the defective wording of Q4 as the wording does not
capture exclusive source attribution. However, this is logically incorrect as Q1 does

not presuppose exclusive attribution.
it is nevertheless informative to take a [gok at the results in table 8/Summary B:

To make an exception and include Q1 for once into the analysis, as no other values
were disclosed, the 84 percent of all Pharmacists and 65 percent of all GPs is my
starting point for a proper analysis. From Table 10/Summary C we know that 10
percent of the pharmacists and 6 percent of the GPs named the wrong company as
the source. German case law always subtracts these shares from the share of
respondents who know the sign in question and attribute it correctly to only one
single source, based on EuGH, Sig. 2002, 1-5475 Rn 85 = GRUR 2002, 804 -
Philips (cf. BGH, GRUR 2007, 1066 Rn. 36 = WRP 2007, WRP Jahr 20071466 —
Kinderzeit; BPatG, Beschl. v, 8. 8, 2013 — 33 W {pat} 33/12 = Vorlage zum EuGH
zur Verkehrsdurchsetzung abstrakter Farbmarken — Sparkassen-Rot, para 3a)
Allgemeine Grundséatze zur Ermittlung des Durchsetzungsgrades), even if social
scientists have challenged the established practice (cf. NIEDERMANN GRUR 2008,
387, 371).7 In the present case, in accordance with established practice, the actual
end result based on the inflated analysis in table 6 would be for Pharmacists: 84
percent minus 10 percent = 74 percent, and the end result for GPs would be: 65
percent minus B percent = 59 percent, The Norwegian Court is free lo use the

deduction or ta dismiss it.

If one takes into account the other problems of this survey explained above in
sections 1 to 3, it is overall very unlikely that a proper survey (with a straightforward

" The German Federal Court of Justice, Dr. Pfliger and myself all agree that, in the conlext of
Measuring distinctiveness, it is pot necessary that respondents were able actively to specify the
Correct name of the brand owner or the brand.
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3-question-only test, with a valid core question that actually grasps exclusive
attribution—even if one did not subtract the share of those respondents who
attributed the sign to the wrong manufacturer as is prevailing OHIM practice—with a
control group for determining and subtracting the market leader effect (as required
by OHIM) would arrive at least among GPs (and, most likely also among the
patients for whom we did not receive any new data by GSK) in shares clearly below
50 percent, thus failing the threshold national legislations throughout Europe apply
to the 3-step-test and failing the requirement that sufficient distinctiveness must be
present not only in some, but in every single relevant group. One cannot offset one
group against the other or create an average value. This means that a higher
degree of acceptance in one of the relevant groups cannot compensate for an

inadequate degree in another relevant group.

| confirm that the above statement is truthful and my own.
Allensbach, 31 August 2015

\/A’\-—-Q V~(ﬂ__\_g_—_.-\

Iustitut fiir Demoskopie Allensbach
Dr. Anne Niedermann
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JUDGEMENT
(office translation)
Court of Mid-Netherlands
Department Civil Law

Place of court session Lelystad

Judgement in P.l. of 30 December 2015 (early}

In the case between

1. Glaxo Group Limited
2. GlaxoSmithKline

claimants,

lawyers, Mrs. A.M.E. Verschuur, Mr. J.M. Boelens and Mr. AH. Stoffels, Amsterdam, against

1. Sandoz B.V.
2. Sandoz N.V.

defendants,

lawyers, Mr. O.F. A.W. van Haperen, Mrs Th.Y Adam — van Straaten and Mrs. H.A.J. Pors, Rotterdam.
Claimants shall be jointly referred to as “GSK” and defendants jointly as “Sandoz".

1. The procedure

1.1. The course of the procedure follows from:
- The writ of summons dated 20 November 2015 with 69 exhibits:
- The statement in reply with 44 exhibits;
- The deed of deposit dated 7 December 2015 of Sandoz;
- The deed of deposit dated 9 December 2015 of GSK;
- The court hearing;
- The pleading notes of GSK;
The pleading notes of Sandoz.

1.2. Judgement was rendered accordingly.



2. The facts

2.1 The GSK group is a worldwide pharmaceutical company as a result of a merger between Glaxo
Wellcome and SmithKline Beecam in 2001. The GSK group develops, produces and sells
prescription drugs, vaccines and OTC medicines. Glaxo Netherlands is the holder of several market
authorizations for the distribution of prescription medicines and is the licensor in the Netherlands of
the trademarks owned by Glaxo Group.

2.2 Sandoz Netherlands and Sandoz Belgium belong to the Novartis Group. Sandoz mainly focusses on
the trade in generic medicines.

2.3 Both GSK and Sandoz are active in the field of breathing medication, more specifically in the field of
asthma and COPD. The medicines within this market are divided, more or less in “relievers” and
“preventers”. Relievers are destined to quickly relief acute breathing difficulties and are active for a
limited period. They are only used in the event a patient has immediate breathing difficulties.
Preventers are used daily and for a longer period in time used to control the symptoms relating to
asthma and COPD and to avoid immediate attacks.

2.4 GSK has applied for a patent on 7 September 1990 for medicines which contain the (combination)
Salmeterol and Fluticason. The patent is registered on 13 October 1994 and pubiicized on 4 January
1995. Since 1999 GSK markets the Seretide-inhalers. Seretide falls within the category preventers
and contains a combination of an anti-inflammatory agent (fluticasonpropionaat) and a long-acting
B2-agonist (salmeterol). The inhaler, the packaging as well as the promotion material contain the
color purple .

2.5 The patent owned by GSK for this medicine (Seretide) is, after the obtained ABC-certificate (lapsed
on 8 September 2013). Once a patent is lapsed, the previously patented medicine (hereafter:
branded medicine), may also be marketed by third parties (generic medicine).
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2.7

2.8

2.9

Sandoz has, after the lapse of the patent of GSK, developed the generic medicine Airflusal, which is
offered in an inhaler named Forspiro. Sandoz Belgium has obtained a market authorization for this
medicine for the Belgium market on 16 October 2014. The medicine has not been marketed on the
Belgium market yet. On 14 Augustus 2015 Sandoz Netherlands has obtained a market authorization
for the Dutch market.

Airflusal Forspiro is marketed by Sandoz Nederland since 1 October 2015. This medicine is
presented as follows:

AfrFhieSat

The color purple which Sandoz uses on the Airflusal Forspiro and (partly) on the package and
promotional / information material contains the color Pantone 2573 C:

PANTOML

Both Seretide as well as Airflusal are prescription medicine.

GSK has applied for an accelerated trademark application on 30 June 2015 for the following color
mark with the BOIP (Benelux Trademark Office):

The trademark is registered on 2 July 2015 under number 0977861 for pharmaceutical preparations
and inhalers for asthma and or COPD in class 5 and 10 and contains the description CFE.29.1.5
(violet) and the PMS-code Violet 2587 C (hereafter the color mark).

2.10 GSK is also the owner of a community trademark registration (CTM) under number 3890126, which

trademark was applied for on 16 June 2004 and has been registered on 19 December 2008 for
inhalers in class 10. It concerns a combination color mark, consisting of two tones, with a description:
“The trade mark consists of the colour dark purple (Pantone code 2587C) applied to a significant
proportion of an inhaler, and the colour light purple (Pantone code 2567C) applied to the remainder
of the inhaler”.



2.11 The product Airflusal Forspiro in the color purple has been subject of various legal proceedings in

Germany, Denmark, Norway, Ireland, Portugal and Korea between the GSK Group and the Novartis
Group.

2.12In Norway GSK has obtained an interim injunction proceedings and has started a proceedings on the

merits against Sandoz based on slavish imitation and unfair practices. Both the P.I. judge as well as
the judge on the merits have refused to award GSK its claims. In Germany GSK has won in first
instance in the P.I. proceedings but Sandoz has filed appeal against these proceedings after which
GSK has finally decided to revoke these proceedings. In Canada the filed color mark of GSK {which
is similar to the community trademark) has been revoked after several parties, including Sandoz, had
filed a revocation proceeding relating thereto.

2.13In Denmark and Ireland GSK has summoned based on (presumed) infringement of the CTM by

Sandoz (see point 2.10 above). Both the Danish court as well as the Irish court (in interim injunction
proceedings) have denied the claims of GSK. At this moment in time proceedings on the merits are
pending in Ireland between these parties, but no judgement has been rendered yet. In Canada, the
registered color mark of GSK (similar to the CTM) has been declared void after parties, including
Sandoz, filed revocation proceedings relating thereto.

2.14 On the color mark which is described above under point 2.9, which is subject of these proceedings,

3.

no judgement has been rendered yet. However, Sandoz has started several proceedings on the
merits in order to obtain a revocation for the registered trademark, among which the currently
pending proceedings before the court of The Hague and Brussels.

The conflict

3.1. GSK has demanded by judgement:

1. to order Sandoz BV and Sandoz NV with immediately affect after serving the judgement in the Benelux,
to cease and desist from infringement on the trademark rights of Glaxo Group Limited, more especially
but expressly not limited to cease and desist from every use as outlined in this writ of summons
(particularly in paragraph 66) as well as the corresponding exhibits, as well as the use as specified in art.
2:20 paragraph 2 BTIP;

2. to order Sandoz BV with immediate effect after serving this judgement to cease and desist from (other)
unlawful acts against Glaxo Group Limited and GlaxoSmithKline B.V., more especially but expressly not
limited to cease and desist from every use as outlined in this writ of summons (particularly in no. 66) and
the corresponding exhibits;

3. toorder Sandoz BV and Sandoz NV within six weeks after serving this writ to provide to Mr. Dr. AME
Verschuur, attorney from Glaxo Group Limited and GlaxoSmithKline BV, a written statement containing
all information that is known to Sandoz BV and Sandoz NV with respect to the origin and distribution
channels of the AirFluSal Products, (including, but expressly not limited to, the names and addresses of
the relevant (legal) entity’s), as well as the net profit (being the revenue from which exclusively the taxes



and direct variable costs are deducted) made in the Benelux as well as the exact manner how this met
profit has been calculated as well as the total amount of AirFluSal Products that are still in stock with
Sandoz B.V. and Sandoz NV, specified for the type of product; which statement must be provided by
means of an audit report from an accountant, which is made taking into account COS 4400 (Control and
Other Standards) by an independent chartered accountant chosen by Sandoz BV and Sandoz N.V. KPMG,
PwC, EY or Deloitte, and must be accompanied with documentation from which the precision and
completeness of those information appears;

to order Sandoz BV and Sandoz NV within two weeks after serving these judgment to send a signed letter
on its own letterhead by register mail, without any (oral or written) accompanying text, to all its
purchasers of the AirFluSal products in the Benelux, with exclusively the following text:

"The preliminary injunction Judge of the Court of The Hague has recently sentenced us to inform
you about the following.

Recently we have offered and sold AirFluSal products which are infringing the purple trademark of
GlaxoSmithKline. The preliminary injunction Judge has ordered that the products offered and
delivered by us infringe the trademark rights of GlaxoSmithKline, as well as are otherwise unlawful
towards GlaxoSmithKline.

By order of the prefiminary injunction Judge we have taken the particular products immediately
from our range of products and will no longer supply these in the Sfuture.

We request you to kindly but urgenily immediately return to us the AirFluSal products that have
been delivered to you. Of course we will reimburse you for the fuil purchasing amount as welf as
any transparent costs.

A copy of the judgment is enclosed to this letter.
Yours sincerely,
Sandoz"

Each letter always needs to be accompanied of an attachment which is a copy of the full text of the
judgement,

Copy of each letter being send simultaneously, as well as proof that these letters have been sent, to Mr.
Dr. AME Verschuur, attorney of Glaxo Group Limited and GlaxoSmithKline BV:

5. Toallow the claimed under | t/m 4 on paying of an immediately and forceable penalty, to be paid by
the relevant plaintiff(s), of
(1) EUR 10,000 (in words: ten thousand euros) for each time that the plaintiff(s) does not (fully
and/or timely) comply/complies with one or more of the convictions to which it is sentenced, in
this respect that this penalty is owed as much time as need if (subject of) the convictions are
not (fully and/or timely) complied with, and, cumulative, per day at a relevant non-compliance
persists, whereby each part of a day is counted as a full day;

or to choice of Glaxo Group Limited and GlaxoSmithKline B.V. and whether or not in
combination,



(ii) EUR 500 (in words: five hundred euro) for each product with which the relevant plaintiff(s)
does not (fully and or timely) comply/complies with one or more of the convictions against her,
in this respect that the penalty will be owed as much time as if (subjects of) the relevant
convictions are not (fully and timely complied) with;

6. to order the plaintiffs individually, or at least in equal parts,

(a) in so far the currents claim relates to the infringement of intellectual property rights, to
reimburse to Glaxo Group Limited and GlaxoSmithKline BV the reasonable and propottional
litigation costs as well as other costs with respect to the current litigation based on art, 1019h

DCCP;

(b) in so far the current dispute relates to otherwise unlawful acts, to reimburse to Glaxo Group
Limited and Glaxo Smith Kline BV because fixed based on the liquidation rate; and

(c) in the usual subsequent costs;
7. to set the reasonable term to initiate a claim on the merit, as outlined in art. 1019i CCP, on six

months after this judgement has been served;

3.2. To substantiate its claim GSK has broad forward the following arguments. GSK has marketed the
medicine Seretide since 1999 on the Benelux market in the color purple and also on the packaging and
the marketing- and information material the color purple is frequently used. The color purple was not used
up until that moment in time on the market for inhalers and was therefore unique. The color purple used
by GSK has distinctive character ab initio but has at least obtained distinctive character by its use. For
that reason the BOIP has agreed to register the color mark. Sandoz infringes this trademark acc. to article
2.20 paragraph 1 sub a) to d) BTIP with the medicine Airflusal Forspiro. This medicine contains the same
combination of active ingredients as Seretide and is also offered on the market by Sandoz in the color
purple (pantone 2573 C). Sandoz ALSO acts unlawful against GSK. There is unnecessary confusion due
to the similarities (6:162 Civil Code). Also the use of the color purple by Sandoz constitutes a misleading
statement (6:194 Civil Code) and Sandoz hereby acts unfairly in the course of trade (6:193b Civil Code).

3.3. Sandoz puts forward its defense arguments. Primarily Sandoz argues that the color mark of GSK is
void because it lacks any distinctive character and the color mark consists solely of a sign that can serve
to indicate the characteristics of the goods and is also a sign which has become customary in the bona
fide course of trade. Sandoz has, based on these arguments, filed revocation proceedings both in the
Netherlands and Belgium. Further, Sandoz argues that the registration of the color Pantone 2587C as a
color mark constitutes an act of unfair competition because GSK is a dominant player on the market and
does not obtain any efficiency advantage by the registration of the color mark. Further, Sandoz claims
that GSK has obtained the registration for the color mark by misleading the BOIP. Sandoz also argues
that the registration of the color mark infringes the fundamental rights of Sandoz. Finally, Sandoz denies
to infringe rights to the color mark registration of GSK, or that she acts unlawful against GSK, or is acting
untairly in the course of trade. Unless and insofar the claims of GSK are allowed, Sandoz requests to do
so under the condition that GSK sets up a considerable security.

3.4. Insofar relevant the statements of parties will be discussed hereunder.

4. The assessment

Competence
4.1. Insofar the claims of GSK are based on the Benelux trademark law the following is relevant. In a

judgement of the Appeal Court of The Hague (ref. to document number) it is ruled that the rules of
jurisdiction of the EEX regulation 44/2001 (hereafter: EEX I-Reg.), insofar the regulation is applicable in
material, formal and temporal regards, prevails over article 4.6 BTIP. There is no reason to assume that



such is differently with the applicability of the EEX treaty 1215/2012 {hereafter: EEX II-Reg.). Based upon
the aforementioned judgement of the Court of Appeal, the PI judge is entitled to consider these claims in
interim injunction proceedings on the basis of article 4 para. 1 EEX li-Reg. in conjunction with (jo.) article
8 paragraph 1 EEX ll-Reg. jo. article 99 Civil Proceeding Code now that one of the defendants, Sandoz
Netherlands, is located in the Netherlands and the claims against Sandoz Netherlands and Sandoz
Belgium are so closely related that it is against a fair administration of justice to not rule on these
simultaneously. Insofar the claims of GSK against Sandoz Netherlands are based on unfair practices/
unlawful acts, it is law that the Pl judge is competent on the basis of article 4 paragraph 1 EEX [l-Reg. jo.
article 99 civil procedures cade.

4.2. It can be left aside if the jurisdiction needs to be established on the basis of national or Benelux law
now that, on the basis of article 99 Civil Proceedings Code as well as on the basis of article 4.6 para. 1
BTIP, the Pl judge is relative competent because Sandoz Netherlands has its seat in the district of Mid-
Netherlands (thus: Lelystad).

4.3. The competence of the court is also not argued by Sandoz.

Trademark infringement
4.4. According to GSK, Sandoz is (by the use of its color purple) infringing the color mark of GSK which
GSK uses on its medicine Seretide, with its medicine Airflusal Forspiro, the package and the marketing

material.

4.5. The most far stretching defense of Sandoz concerns the argument that the registration of the color
mark is void. Sandoz has already filed revocation proceedings against this color mark registration in the
Netherlands with the Court of The Hague and in Belgium with the Court of Brussels. In relation thereto
Sandoz invokes, among others, the grounds for revocation as included in article 2.28 para. 1 sub b, ¢c and
d BTIP. According to Sandoz, the color mark Pantone 2587C lacks any distinctive character, can serve as
a characteristic/indication of the goods and the sign has become customary in the bona fide course of

trade.

4.6. As Sandoz has filed proceedings concerning the revocation of the color mark with the Court of The
Hague and Brussels, the PI judge shall first and foremost have to asses if there is a serious, real chance
that the judge on the merits will award the revocation claim.

4.7. On the grounds of article 2.28 paragraph 1 sub b to d BVIE, anyone with an interest may invoke the
revocation of a trademark in case the trademark lacks any distinctive character (b}, consists solely of a
sign that can serve in the course of trade as an indication of the sort, capacity, amount, destination, value,
place of origin of the goods or the time of production of the goods (c), or have become customary in the
normal language or in the bona fide course of trade (d). These grounds for revocation can however not
succeed in the event it can be established that a trademark has obtained distinctive character due to the

use thereof (article 2.28 para. 2 BTIP).

4.8. The P! judge concludes as follows. According to established case law the distinctive character of a
trademark entails that a trademark for which the registration is obtained can identify the goods and
services as originating from a specific company and thus that these goods or services are distinguished

from other companies.

4.9. This distinctive character - either intrinsic (ab initio) or by use - must be judged for the goods and
services for which it is registered based upon the probable perception of the relevant public, which is the
normally informed and reasonably circumspect and attentive average consumer for the relevant category
of goods and services. In the issue at hand, it concerns medicines for asthma/GOPD, which can only be



obtained by (doctors) recipe. The relevant public for prescription medicines consist both of end users as
well as professianals within the healthcare sector, which are the doctors prescribing the medicines and
the pharmagists selling the prescription medicines (reference made: Travistan judgement ECJ).

4.10. For the assessment of the distinctive character of a specific color as a trademark the general
Interest should be taken into account which means the availability of colors cannot be unjustifiably limited
for other market parties which offer the same goods or services as those for which the registration was
sought. The bigger the numbers of goods and services of the type for which a color trademark is applied,
the sooner this comes into conflict with the system of unfair competition. In that respect it should also be
taken into account that the consumer is not used to perceive colors as an indication of origin (reference
made: Oberbank judgement ECJ). Only in case a color mark — before it was used —significantly differs
from the norm which is customary in the relevant sector and therefore can fulfill the essential function of
indication of origin, it can have distinctive character.

4.11. That the color mark of GSK has distinctive character ab initio, as argued by GSK, has, to the
assessment of the Pl judge, become insufficiently likely. Parties do not disagree that in the market of
medicines for asthma/COPD, colors are often used by pharmaceutical companies on (the inhalers of) its
medicines. The use of different colors is therefore a Customary practice in the market. Although it is a fact
that the color purple, at the moment of the market introduction of Seretide by GSK, was not used, it has
been insufficiently motivated/claimed by GSK that the color purple was so characteristic in a market in
which the use of colors became more and more customary, that it therefore could fulfill its essential
function of indication of origin. Also in the letter of GSK to the BOIP of 29 June 2014 in which it requests
to register the color mark, GSK hardly argues why the color mark applied for has obtained ab initio
distinctive character (exhibit 25, writ of summons).

4.12. Further, Sandoz has argued that the use of color in the relevant market can serve to indicate the
purpose of the good. GSK has denied this and states that in the relevant market no formal color coding
system is applicable to indicate the purpose of the goods. However, with this GSK does not acknowledge,
according to the Pl judge, that on the basis of article 2.28 para. 1 sub c) BTIP, it is not necessary that the
color purple of the color mark of GSK is [actually] used on the basis of a formal color code system. Even
more so, it is not necessary to establish that the color mark is, at this moment in time, already used to
indicated the purpose and the characteristics of the medicine. The word ‘can’ indicates that for this article
to be applicable it is not necessary that the color mark refers to the purpose of the good at the time of the
application of the trademark but that it is sufficient that the color mark can serve to indicate the
purpcse/characteristic of the goods. In the assessment of the Pi judge the latter is sufficiently likely.

4.13. The Pl judge assesses in relation thereto that the color blue is often used for reliever medication (in
short: bronchodilators). For example this has become evident from the overview submitted by GSK
(exhibit 12, writ of summons), in which GSK has included an overview per medicine in which color it is
brought on the market. GSK has also acknowledged that for her product Relvar, a combination product
falling into the category preventers, which was initially brought on the market in the color blue, it was
changed to yellow after requests thereto from the market. In her information leaflet, GSK indicates that
the change to the color yellow was done to prevent confusion with reliever medication. With that GSK
endorses that reliever medication are featured in the color blue. Further, Sandoz has filed information
leaflets from various hospitals in which reference is made to the “biue puff” to indicate reliever medicines
(exhibit 16 — 18, statement in reply) and to the “red/brown puff” to indicate anti-inflammatory agents. From
that it can be concluded that colors can serve to indicate the type of medicine.

4.14. Also GSK uses various colors to indicate the difference in type of medication and/or dose. For
example, she has acknowledged during the oral hearing that the various tones of purple, from light to



dark, for its aerosol medicines of Seretide are available and relate to differences in dose. The higher the
dose, the darker the color purple.

3y

This means that GSK uses different tones of calor to indicate the characteristics of the goods, namely the
dose. Apart from that, GSK offers its Diskus-inhalers in various colors which indicates per color which
medicine the Diskus contains (blue for short acting bronchodilators; orange for anti-inflammatory agents;
green for long working bronchodilators; purple for the combination medicine).

The colors blue, orange, green and purple are thus used by GSK to indicate the purpose (type) of its
medicine and to distinguish these medicines from one another.

4.15. The Pl judge, as indicated above, concludes that it has become sufficiently apparent that the color
purple of the color mark can serve in the course of trade to indicate the purpose of the medicine or the
dose thereof, and the color purple of the color mark does not have distinctive character ab initio, which
leads to the assessment of the question whether the color purple (Pantone 2587 C) of GSK has obtained
distinctive character by use. Sandoz has argued against this with a motivation. The Pl judge concludes as
follows. In order to establish if a trademark has obtained distinctive character by use, all factors should be
taken inte account from which the conclusion can be drawn that the trademark is suitable to distinguish
the relevant goods from a specific company and thus to distinguish these from other companies
(reference made: Chiemsee judgement ECJ). Facts that can be taken into account are the period of time
the trademark was used, the market share of the trademark, the intensity and geographical use of the
trademark, the amounts of advertising/marketing costs of the company for the trademark and the
percentage of the relevant users that can identify the goods as coming from a specific company on the
basis of that trademark. It has to be established that the relevant consumer or at least a significant part
thereof, identifies the goods as originating of a specific company on the basis of the use of that sign and
therefore in relation to the nature and effect of the sign by which the relevant goods can be distinguished
from other companies (reference made: Philips/Remington judgement ECJ). A market research can
substantiate this.

4.16. As argued above under point 4.9, the relevant consumer in relation to prescription medicine
consists from both the end user as well as professionals in the healthcare sector, doctors who prescribe
the medicines and pharmacists who sel! the medicines.

4.17. GSK has, in order to substantiate its claim that the color mark has acquired distinctiveness by use
within the relevant public, referred to the extensive length of use of the color purple on its Seretide
products, its market share of the Seretide products and (the intensity of) its marketing of the Seretide
product. The P judge hawever conciudes that the color mark has always been used in combination with



the trademark Seretide and the name of GSK as the producer. Also the color mark on the Seretide Diskus
has always been used in combination with another tone of purple. The aerosol Seretide furthermore is
marketed in three different colors of purple (light purple, purple and dark purple; for each dose a color) in
combination with a lighter color of purple for the mouthpiece. Also on the package of the Seretide Diskus
and the aerosol various tones of purple are used (from light purple to dark purple). Therefore GSK
presents its Seretide product in different shades of purple, among which the color Pantone 2587 C.
Aithough a sign (the color purple Pantone 2587 C) does not necessarily has to be used individually to
acquire distinctiveness as a trademark, as unrightfully claimed by Sandoz, these circumstances do raise
the question if the relevant public has perceived the color purple (Pantone 2587 C) as a trademark and
also in what extent the marketing and the market share of the Seretide products, which contain various
tones of purple, substantiate the claimed acquired distinctiveness by use of the color purple (Pantone
2587 C) by GSK. GSK has insufficiently explained and made this clear due to which within the scope of
these Pl proceedings no correct and concrete judgement can be made of the influence of the indicated
circumstances in relation to the claimed acquired distinctiveness by use of the color purple (Pantone 2587
C). Further, GSK refers for the substantiation of her claim that the color mark has acquired distinctiveness
by use amangst the relevant public, to a market survey conducted in 2015. From this, according to GSK,
it appears that a very high percentage of pharmacists and doctors recognize the color purple as an
indication of origin. According to Sandoz this acquired distinctiveness of the color mark cannot be
concluded from the market survey because it was not carried out amongst the entire relevant public
(solely general practitioners and pharmacists, not specialists and patients) and also no survey was
conducted in the entire Benelux area (Luxembourg was not included). Also the line of questioning in the
market survey does not meet the requirement of the so-called ‘three step test’ as established in relevant
case law and also there was no correction relating to the market leader effect of GSK which was the case
given the fact that, as the owner of the patent, GSK was the only company entitled to market these
specific medicines. Both parties have submitted experts opinion to substantiate their standpoints which,
depending on the party by whom they were instructed, have indicated that the market survey was
performed inadequately or correctly. In the scope of this Pl it goes too far to discuss the market survey
and the various criticisms and asses the market survey in full. Further, the PI judge thinks it likely that the
judge on the merits, conceming the complications which arise with the assessment of the question if a
color mark has acquired distinctive character by use, shall arder its (own) expert opinion. For that, the
scope of a Pl is too limited.

4.18 Based on the above, and also in view of the observation under points 4.11 until 4.14 that the use of
colors is standard practice with asthma and COPD medication, that the color blue is often used for
reliever medication and that GSK itself also uses other colors to distinguish the function of its medication,
in the assessment of the Pl judge it seems for the lime being not plausible that the color mark has
acquired distinctive character.

4.19 Furthermore, the PI judge has assessed that the trademark registration by the BOIP has taken place
on the basis of the information of GSK exclusively (exhibit 25, writ of summons). As Sandoz has rightfully
noted, GSK did not consider the various legal procedures, which have taken place in Europe already
about the use of the color purple. GSK has also not informed the BOIP about the use of colors by itself
and by other medicine manufacturers as distinction of the type of medicine. Also, it is sufficiently likely
that the BOIP in allowing the color mark registration, considering the explanation of the Belgium attorney
of Sandoz during the oral hearing, has not taken into account the third party observations that where filed
by Sandoz. The conclusion is therefore justified that with the application of the trademark, the BOIP has
not been able to make an assessment based on all the specific circumstances of the case.



4.20 Based on this position, the Pl judge is of the opinion that there is a serious, not to be neglected
chance that the judge on the merits will allow the claim for invalidity of the trademark. This means that the
claims of GSK in so far based on trademark infringement will be dismissed.

Slavish imitation

4.21 GSK is of the opinion that the product Airflusal Forspiro is a slavish imitation of the color purple
(Pantone 2587 C) as used on its product Seretide and that Sandoz Nederland therefore acts unlawfully
against it. Sandoz contests this with reasoning.

4.22 The Supreme Court has ruled that imitation of a product that is not (longer) protected by an absolute
right of intellectual property is in principal free, unless confusion with the public can be expected because
of the imitation and the imitating competitor fails to do anything reasonably possible and necessarily to
prevent that by the similarity of both products the risk of confusion arises, without doing detriment to the
validity or usability of its product. A need to standardization with the purchasers of the products may
under circumstances be a justification for the imitation of a product that is confusing (HR 20 November
2009, ECLI:NL:HR:2009:B19666, Lego). For a successful appeal on slavish imitation it is necessary that
the imitated product has a certain distinctive character, or in other words, has its own place on the market
(HR 21 December 1956, NJ1960/414, drukasbakken). For the assessment of the risk of confusion, the
basic principle is ta take into account the overall impression that is decisive for each product as well as
the consideration thereof by a barely attentive purchasing public that usually does not see both products
side by side. The situation on the Dutch market is decisive for the claim (HR 7 June 1991, NJ 1992/392,
Rummikuby).

4.23 With its statement that the risk of confusion of the product Airflusal Forspiro should be assessed
compared to the color purple (Pantone 2587 C), GSK fails to recognize that the risk of confusion must be
assessed based on the total impression of both products at stake. In the assessment of the Pl judge the
total impression is, amongst others, decided by the shape of both products. The Diskus of GSK is
characterized by its round shape, whilst the Airflusal Forspiro is more egg-shaped. Also the color
combination is ditferent; the Diskus consists of two colors purple (points 2.4 and 2.10 above), of which the
color mark is predominant. The Forspiro consists of one tone of purple (Pantone 2573 C) in combination
with white. Besides, both products have a sticker that deviates in shape and on which in clear letters the
name of the product and the name of the manufacturer is indicated. Aiso the name of the products differ,
as well as the way in which both inhalers function. it has not become evident that Sandoz has tried to
imitate the Diskus of GSK. For example, Sandoz has been granted an award for the innovative character
of the product Forspiro. Finally, also the packages in which both products are sold, distinguish from each
other as regards to the shape (points.2.4 and 2.7 above). With the Seretide product, the color change of
the color purple (from dark to light) is from the right to the left and is surrounded by an edge in a different
color (red, green or purple depending on the dosage), which color comes back in the indication of the
dosage on the package. Besides the dosage, the rest of the text on the package is in black. With Airflusal
the color purple goes (from dark to light) from the top to the bottom and the name of the product, as well
as the dosage, is mentioned in purple (from light to dark). The corresponding aspects, the use of a purple
color and the fact that both products are indicated for asthma and/or COPD medication do not
compensate the differences between the products. in the assessment of the Pl judge, Sandoz has
complied with its obligation to do anything reasonably possible and needed to prevent that the risk of
confusion may arise. It is likely that the public, even though less attentive, will notify these differences.
Also when it is assumed that Seretide has gained its own place on the market, which is disputed by
Sandoz, the claim of GSK must be dismissed, because for the moment it is not likely that Sandoz has
slavishly imitated GSK's product.



Misleading information

4.24 According to GSK the use of Sandoz Nederland of the color purple is misleading information within
the meaning of article 6:194 DCC, because this unlawfuily suggests a commercial connection with GSK
and besides, it is uniawfully suggested that Airflusal Forspiro is equivalent to Seretide as regards to
quality, indication and function.

4.25 One of the questions that must be answered in this regard, is whether the use of a color is covered
by the concept of “information” within the meaning of article 6:194 DCC. According to Sandoz this is not
the case and the P judge agrees to that. Through the sole use of a color, in fact no information of any
fact is being undertaken.! No misleading information in the sense of the before mentioned article has
taken place.

4.26. Finally, GSK argues that Sandoz commits unfair commercial practices within the meaning of articles
6:193b and 6:193c DCC. According to GSK Sandoz Nederland uses an important character of the
product of a competitar within the meaning of article 6:193c, para. 1 sub b DCC, as a consequence of
which the average consumer is misled of may be misled. Furthermare, according to GSK confusion is
caused with regard to the products, trademarks and distinguishing characters of a competitor, within the
meaning of article 6:193c, para. 2 sub a DCC.

4.27. Sandoz has argued that GSK is not entitled to invoke these articles because, on the one hand the
activities of Sandoz are not directly aimed at consumers because of the prohibition on public advertising
included in article 85 Medicines Act and on the other hand because the consumer does not take the
purchasing decision. According to Sandoz, the prescribing doctor is the one that takes the purchasing
decision for the patient, as the doctor is the one that prescribes a certain medicine, after which it is the
pharmacist who orders the medicine with Sandoz and to whom Sandoz delivers the medicine.

4.28. The Pl judge concludes as follows. Articles 6:193a-j DCC exclusively pertain to business-to-
consumer (hereinafter: B2C) communication. Besides, in Dutch law there is no explicit possibility that
competitors may invoke the concerning articles towards each other. The foregoing articles, however,
implement Directive 2005/29/EC (hereinafter: Directive) and in that Directive it is explicitly indicated that
(also) competitors must be protected against unfair B2C commercial practices. Since it has not appeared
from the legislative history that the national legislator has made an explicit choice to deviate from the
Directive on this point, an explanation in accordance with the Directive is the starting point (reference HR
17 January 2014, IEPT20140117 (Ryanair/PR Aviation)). Considering what is included in the Directive,
according to the P! judge it must be accepted that GSK can invoke the articles 6:193a-j DCC.

4.29. Based on the foregoing, a merchant acts unlawfully towards a consumer if he performs an act that
is unfair, as result whereof the average consumer takes or can take a decision about a purchase which
he otherwise would not have taken. In the current situation the medicines can only be obtained with a
recipe and for which public advertising is forbidden based on article 85 Medicines Act. Whilst there is no
direct advertising aimed at the consumer, it can be admitted to GSK that the patient, being the consumer,
is ultimately the one using the product and the one receiving the package and potentially also information
leaflets. The fact that advertising aimed diractly at the consumer is not allowed, therefore does not mean
that the aforementioned articles cannot be applied. Also through packaging and informatian leaflets,
information is given to the consumer and also that information can potentially be misleading.

' Compare to: Court 's-Hertogenbosch 8 Septenber 1997, NJ1998/431(Shampony)



4.30. However, in this case there is the particular situation that with prescription only medicines it is not
the patient/consumer that takes the ultimate decision about the product, but it is the doctor and/or
pharmacist. Although the patient can indicate its preference to the doctor and/or pharmacist, also in that
even it is the doctor and/or pharmacist who decides which product will be provided to the patient and it is
not the patient himself. The doctor and/or pharmacist are however not considered a consumer in the
meaning of the forgoing articles, as a consequence whereof the claims of GSK fail. Besides, based on the
arguments as described in point 4.23 above, there can be no question of misleading or confusion.

4.31. The claims of GSK will therefore be dismissed.

Costs of the proceedings
4.32. GSK will be ordered to pay the costs of the proceedings, being the party which is ruled against.

Sandoz requests compensation by GSK of € 120.000,00 as costs of the proceedings further to article
1019h Civil Proceedings Code. With regard to the amount of the costs of the proceedings, parties have
reached an agreement. The Pl judge does not see any reason to deviate from that. The court fees are
considered to be included in this amount.

4.33. The Pl judge furthermore estimates, as also indicated by the parties, that the claims with a
foundation in intellectual property, are 72,5% of the procedure. Therefore, 72,5% of the requested costs
will be allowed, being € 87.000,00.

4.34. The claims, that do not have any foundation in intellectual property, are 27,5% of the legal
proceedings. Normally, these costs would amount to € 816,00 on the basis of the regular court-approved
costs. As the claims without any foundation in intellectual property are 27,5% of the legal proceedings,
also 27,5% of these costs, therefore € 224,40, will be imposed on GSK.

4.35. The costs on the part of Sandoz are therefore in total estimated at € 87.224,40 for counsel's fixed
fee.

5. The decision of the judgement
The PI judge
5.1. dismisses the claims,

5.2. orders GSK to pay the costs of the proceedings, until today estimated at € 87.224,40 on the part of
Sandoz,

5.3. declares the judgement provisionally and forcible with regard to the order to pay costs.

This judgement is rendered by Mr. J.A. Schuman and was announced in public on 30 December 2015.



