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09.30
Registration

10.00
Opening

Dr Boris Simonov, Director General, Rospatent, 

Ms Nina Formby, Project Director, European Patent Office
10.15
SPC protection in Europe: an overview

Dr M. de Lange, Netherlands Patent Office 
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10.45
Coffee / tea break

11.00
SPC and the European healthcare

Dr M. Jacobi, Isenbruck Bösl Hörschler Wichmann LLP
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11.30
The situation of SPCs in Hungary

Ms Z. Buzás, Hungarian Patent Office
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12.15
Round Table, Q & A 
12.45
Lunch break

14.00
UK experience of SPCs and recent case law

Dr G. Wright, Elkington and Fife LLP, UK
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15.30
Coffee / tea break

15:45
SPCs in Biotech

 
Dr M. Jacobi, Isenbruck Bösl Hörschler Wichmann LLP
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16.20
Current German SPC Practice

Dr C. Wagner, German Patent and Trademark Office
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17.00
Round Table, Q & A
Wednesday, 24 March 2010
09.30
Netherlands Experience of SPCs and Recent Case Law 

Dr M. de Lange, Netherlands Patent Office
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10.15
Specific examples of SPC cases in Germany 


Dr C. Wagner, German Patent and Trademark Office
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11.00
Coffee / tea break

11.15
Combination product cases, with particular reference to the UK 

Dr G. Wright, Elkington and Fife LLP, UK
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12.00
Current SPC practice at the Danish Patent and Trademark Office


Dr S.. Høg , Danish Patent and Trademark Office









          
[image: image14.emf]Presentation_Sig ne Hoeg.pdf



 EMBED AcroExch.Document.7  [image: image15.emf]Paper on SPC  practice at DKPTO.PDF


12.45
Lunch
14.00
SPC in the Russian Federation

Ms. Elena Utkina, Vice-Director FIPS, Rospatent
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14.30
Round Table, final Q & A
15.30
Closing Ceremony


Rospatent, EPO
15.45
End of seminar
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Zsuzsanna Buzas Nagy
Deputy head of Pharmaceutical Patent Division
HPO

Seminar on SPC practice in EPO member states
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INTRODUCTION

m Facts and figures

m Applications under transitional provisions

m More than 1 SPC based on the same MA

m More than 1 SPC based on the same patent
m SPCs based on ,pipeline” patents

m SPCs with zero term

m Pediatric extensions

m Procedural matters,E-register
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FACTS AND FIGURES

SPC applications in Hungary 2002-
2009

%0 84

m Regulations EEC 1768/92 |
and EC 1610/96 as from
1st. May 2004

70 1

60 1

= Act XXXIIl of 1995 on the £*
protection of inventions by g%

patents - Article 22/A 0 |

20 7

m  Government Decree 10 ]
26/2004. (1l. 26.)

&)
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Additional provisions relating to the
enlargement of the Community, Art 19a

25 ( May 1, 2004), 10 new Member States
Czech Republic, Hungary, Poland, Slovakia, Slovenia,

Latvia, Lithuania, and Estonia, Cyprus and Malta

The largest expansion in the history of the EU.

m10th recital of Regulation No 1768/92: ,a fair balance should be
struck with regards to the determination of the transitional
arrangements”

mto provide sufficient protection for innovation in the
pharmaceutical industry

m to ensure financial stability of the Member State’s health

@system

HPO





Hungary: Article 19a point f)

ithout prejudice to the other provisions
of this Regulation the following shall apply:

any medicinal product protected

Dispute about by a valid basic patent and

the | for which the first authorisation to
Interpretation place it on the market as a
medicinal product was obtained
= 28 application after 1 January 2000 may be
has been refused granted a certificate in Hungary,

provided that the application for a
certificateis lodged within six
\,3) months of the date of accession,;

HPO





Refused application

S0400046

First MA (product: exemesthane)

In Hungary: OGYI T-73566/01 11. 04.2000
In the Community: PL 00032/0236 (GB) 16.12.1998
Applicant : Pharmacia Italia S.A.

Refused on the grounds of non compliance with 19 a f)

The request of applicant for rewiev of the Hungarian Patent
Office’s decision was rejected by a final decision of a
Metropolitan Court, as well as the proposal of the applicant
to ask the European Court of Justice for a

@ preliminary ruling.

HPO 6





Procedural matters |I.

" The filing date accordance, filing fee

" Publication of applications

" Examination

" Grant of certificates or rejection of applications

" Publication of the granted certificates or the rejected
applications

" Certificate register; patent register

" Annual (maintenance) fees

&)
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Procedural matters II.
Special provisions for SPCs

Government Decree No. 26/2004.

" Restitutio in integrum for the time limits laid down in Articles 7 of
the Regulation for filing the SPC application is excluded

" The application may not be maodified to the effect that the
certificate extends to a product, to a MA or to a basic patent
different from the ones designated at the filing of the application

" The SPC file open to public acces from the date of filing (opposite
to patent applications)

" Matters concerning certificates shall not be managed
electronically

&)
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Examination: N
the following points are checked: \\))\/ l/\
I\

Conditions for grant: (Art 3)

a) Is there a valid basic patent that protects the product ( active
ingredient or combination)?

b) Is there a valid authorisation to place the medicine containing said
active ingredients(s) on the market in HU?

c) Has a certificate already been granted for this product?
Checked in the Hungarian Register

d) Is the market authorisation is the first one for the product in HU
Looking for the name of the active ingredient in accessible databases .

)
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Case Reference

Applicant
Applicant’s Address
Trade Name

Product Definition

Active Ingredient
Approved Name

Chemical Name

Structure

Basic Patent Details
Number
Title

Maropitant Information Sheet

SPC - Maropitant
Pfizer Inc
2 15t 42™ Street, New York, New York 10017, USA
CERENIA

Maropitant, or a pharmaceutically acceptable salt of such

23

compound, including the citrate monohydrate salt

Maropitant as maropitant citrate monohydrate

Maropitant

(25,35)-N-(5-tert-butyl-2-methox ybenzyl)-2-(diphenylmethyl )-
I

wabicyclo][2.2.2 Joctan-3-amine

EP 0 587 723 Bl

Quinuclidine Derivatives

Is the pro
‘the basic

Relevant Claimjs

ATBECHDEDKFR GBITLILUNL SE
Al least nos. 1 and 2.
*  With reference to claim 1, maropitant is covered when R' =

methoxy and R*= tert-butyl

Date of Grant

Expiry Date

Other Patent Details
MNumber

Title

e Marnpitant is specifically named as the S compound in
claim 2.
06 March 1996

28 April 2012

EP 1 181 290 B1
Polymorphs of a crystalline azabicyleo (2,2,2) octan-3-amine

citrate and their pharmaceutical compositions

tion DatalcRoomicRoom ChenfW Sl tackhmenis)| 155 A0602-E1 I-ATUE

duct protected by
patent (Article 3a)

R2

=T

(1)

In the patent
general formula (1)

In the MA:
maropitant(INN)





m SPC for active ingredient

A

|s the product protected by the

basic patent (Article 3 a)?

Patent : A

MA: A+B

Question:ls the MA for
A+B is the first one for A
in the Member State?

m SPC for combination A+B

Question:ls there a claim
in the patent explicitly for
\h}g combination A+B?

HPO

= S0500012 Refused application

Emtricitabine and tenofovir disoproxil)

The combination is not protected by
the basic patent as required by
Article 3 a).

Request for review: the
combination product may infringe
the claims of the basic patent for A.

Court: distinction should be made
between the rights conferred by the
patentin the event of infringement and
the scope of the protection defined by
the claims interpreted on the basis of

the description.
11





Is there a valid MA for the product in
Hungary?  (Articles 3 b) and d))

Checked via webpages of
National Institution of

Pharmacy or EMEA

u EMEA

54% AOGYTI
1 3%

=|s it valid?
FVM

=\N\/hat is the name of the the 13%

OoGYI
product authorized? 30%

=|s it the first one in Hungary for

that product
)
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EC No 1610/96
Recital 17

Art 3 (2)

Where two or more
applications concerning
the same product from two
or more different patent
holders are pending, one
certificate for this product
may be issued to each of
these holders.

~
HPO

More than 1 SPC based on the same MA

Zoledronic acid
MA: EU/1/01/176/001-002

S0400035 granted
Application gale:
2004.10.20

ROCHE DIAGNOSTICS
GmbH

Process patent 1

S0400081 granted
Application date.
2004.11.02

Novartis AG,
Process patent 2 13





S0400036

Granted (S000039)

Basic Patent: P9301911
1992.01.03

Marketing authorization:
OGYI-T-8648/01

Product:
LEVOSIMENDAN AND
SALTS

Applicant : Orion

@Corporation (FI)

HPO

More than 1 SPC based on the
same MA II.

S0400037
Pending

Basic Patent: P9000747 -
1990.02.09

Marketing authorization:
OGYI-T-8648/01
Product:

LEVOSIMENDAN, ITS
ENATIOMERS AND SALTS

Applicant :Orion Corporation

(F1)

14





Can two or more SPCs be granted based on
the same patent?
Patent:

PROCESS FOR PRODUCING PHARMACEUTICAL
COMPOSITIONS COMPRISING DROSPIRENON

Product 1. Product 2:
Drospirenone and Drosp_irenone and
ethinylestradiol estradiol

MA: YADINE MA: ANGELIQUE

While patents concerned ,inventions”, SPCs are granted
for patent protected products.

Remark: the filing date can not be accorded

until he name of the product for which SPC
\’) protection is sought was indicated!

HPO





SPCs based on ,pipeline”
patents

reement between the Governments of the United States of
America and Hungary in 1994

= Granted without substantial examination in Hungary on the basis of
a granted foreign patent (US,ZA,JP,etc.)

m The protection refers to product claims only

m Although transitional patent protection in Hungary starts on 15t July
1994, for the purposes of calculation of the duration of SPC the filing
date of the original patent should be used.

m 271 valid transitional patents ,31 SPC applications

m Higher likehood of revocation of the basic patent as they were
@anted under different patent laws from Hungarian

3
HPO





SPCs based on ,pipeline’
patents I

S0400080

Basic Patent: PP0O0157 - 1994.07.01
claims in force:1.-8., 16.
Product: TELMISARTAN AND HYDROCHLOROTHIAZIDE

Marketing authorization:EU/1/02/213/001-010,
(2002.04.19)

m The applicant of an SPC should take care that the product in the
MA ( the combination of active ingredients) may be eventually

protected only by the use or process claims !

&)
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Calculation of the duration of SPC

Patent application date  Fjrst MA in the Community

A

X Expiry of the patent
*

PATENT
(20 year)

The granting decision shall contain the duration
of the Certificate.

&)

HPO
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SPC with zero term
Granted (S000045)

Product: Glatiramer acetate (MA: COPAXONE)
Basic Patent: HU 223 473 filed: 23.05.1995
First MA :OGYI-T-6008/1 issued: 16.12.1997
Time period elapsed: less than 5 years
Calculated duration of SPC : 0 years

Term of patent protection expires: 23.05.2015
Term of SPC protection expires: 23.05.2015

\'3) All the conditions laid down in the Regulation
4o has been met. 19





SPCs with zero term

6 SPC applications concerned.

The Applicant was informed, that this certificate would

have no effective duration, and the Office proposes to
withdraw it.

m 2 of the SPC applications were withdrawn, 2 of them
were rejected by other reason.

m 2 of them were granted with zero duration. .

m The term "duration” mentioned in Art. 13 in our
Interpretation cannot be negative.

B [IMPORTANCE: possible entitlement to grant 6

\-3) month paediatric extension?

HPO





E-register
a daily updated service of the
HPO
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search

nforrmation
eqgal notes
eszt Ogyek

reqistratior

SUPPLEMENTARY PROTECTION CERTIFICATE PIPACS IEIIHET:

Data of query

Date of inspection of the files
Date of last update

Status data

Status
Term of protection expires in case of walidity
Date of entry in force

Bibliographic data

Date of filing of the application
Title (Product identity)

Patentee
Type of product
Representative

Date of grant

Basic patent

Registration number
Reference nurmber

Date of filing of the application
Term of protection expires

Title

Patentee

First authorization to place the product on the market in Hungary

applicatios
numbetr

258.09/2007-10:50
25.09/2007-00:00

Yalid
0g.02/10
0g.02/05

25.08/04
Dezloratadin és gyogyszerészetileg elfogadhato soi
DESLORATADINE AMD ITS PHARMACEUTICALLY ACCEPTABLE SALTS

Schering Corp. ; ,Kenilwarth, Mew Jersey (US)
Medicinal
Rathonyi Zoltdn, S.B.G. & K, Szabadalmi Ugywivdi Iroda ; Andrdssy ot 113, 1062 B

21.07/05

194 8644

1472785

03.02/85

03.02/05

PROCESS FOR PRODUCTION OF 8-CHLOR-6,11-DIHYDRO-11-{¢-PIPERIDILIDEMNE]-!
{5,6)-CYCLO-HEPTA (1,2-B) PYRIDINE AND ITS SALTS

Schering Caorp. ; Kenilwarth, New Jersey (US)

Mumber Date Mame of the product 22
EUD0MASF/001-13 15.01/01 Desloratadine/dzomyr
EU/L/00/160/001-13 15.01,/01 Desloratadine/aerius

cl1MHnn™™ ed And 40 4 Cc rd Al Fe el et e = Bl o] = adet =





search

nforrmation
eqgal notes
eszt Ogyek

registratis
esp@cenet numbe
PATENT PIPACS applicatit
numbe
Data of query

Date of inspection of the files
Date of last update

258.09/2007-10:51
25.09/2007-00:00

Status data

Status
Protection lapsed

Expired
03.02/05

Bibliographic data

Date of filing of the apphcation
Title of patent

Patentees
Representative

Inventar

Date and number of convention priority

-benzo[5,6]ciklohepta

0-11-{4-PIPERIDILID
S SALTS

01369, Budapest (HU)

Date of grant 0200

Supplementary Protection Certificate

Reference number S0400014 23

Date of filing of the applcation 25.08!04 = —— : B
Title-(Productidentity) Eljaa:gﬁﬁfégg:-!fr-ﬁj11-dlhldm-ll-m-plperldllIdén}-5H-benzD[Sjﬁ]mklﬂhepta[ljz bpinidii





Pediatric extensions

2 applications has been filed to HPO so far

Government Decree 26/2004. (Il. 26.) containing
detailed rules concerning the implementation of
Community Regulations relating to the
supplementary protection of certain products has
been amended.

New Article 4/A and 4/B has been introduced
containing procedural rules for granting extension
of the duration of the certificate.

(fees, entry into the register, publication)

HPO





Thank you for your kind attention!

Email: zsuzsanna.buzas@hpo.hu

HPO
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Topics

|dentifying the ‘product’

Salts, esters, derivatives
Combination products

Multiple SPCs for same product





ldentifying the ‘product’

Very common scenario:

e Old MA for medicinal product containing
substance A

 Company develops new medicinal product
containing A

e Obtains patent and new MA

* Applies for SPC, arguing that old MA not

relevant because different product, major
pharmaceutical innovation and investment





Example: Carmustin

e Old MA: injection solution. Very difficult to use
because of toxicity.

 New MA: implantate for slow release. Major
Improvement for patients.

e Applicant: combination of carmustin and
Implantate constitutes new product

 ECJ: No, same product

See C-431/04, http://curia.europa.eu/jcms/jcms/|_6/





Example: Cabergolin

« Old MA: veterinary medicinal product comprising
cabergolin

« New MA: human medicinal product comprising
cabergolin

 ECJ: Same product

See C-31/03, http://curia.europa.eu/jcms/jcms/|_6/





Example: Calcitriol

e Old MA: capsule against renal failure
 New MA: ointment against psoriasis
 ECJ: Same product

See C-202/05, http://curia.europa.eu/jcms/jcms/]_6/





Conclusion

e ECJ has taken strict view on term ‘product’

* |n essence only research leading to first MA will
be rewarded

 New processes, formulations, uses etc. will not
benefit





Salts, esters, derivatives

Salts and esters of base compounds often used
for better solubility, handling etc.

They are assumed to be similar in activity
— Abbreviated procedure for MA

But SPC limited to the one product in MA

So other salts, esters would be outside scope of
SPC and could compete with this product

Mid 1990s: Concern about adequate protection





Recital 13 of Reqg.1610/96

« Also valid for interpreting Reg.1768/92:

“where the basic patent covers an active
substance and its various derivatives (salts and

esters), the certificate confers the same
protection”

 Example:

— MA for hydrochloride salt, patent for compound and
acid addition salts

— SPC for “X or its acid addition salt, in particular the
hydrochloride salt”

e Confirmed by ECJ C-392/97 ‘Farmitalia’





Specific salts or esters

* |In exceptional cases a particular salt or ester
shows a different therapeutic profile

* |s this new product, worthy of another SPC?






Recital 14 of Reg.1610/96

« Also valid for interpreting Reg.1768/92:

“Whereas the issue of a certificate for a product
consisting of an active substance does not
prejudice the issue of other certificates for
derivatives (salts and esters) of the substance,
provided that the derivatives are the subject of
patents specifically covering them”

* Note: Different therapeutic profile not even
necessary, only new patent





Biological derivatives

The case “adalimumab”, a monoclonal antibody

Antibodies contain Complementarity
Determining Regions mainly responsible for
biological activity

MA for adalimumab

Applicant requests SPC for “adalimumab or
other human monoclonal antibodies with same
Complementarity Determining Regions”

Argues similarity with salt/ester situation





Adalimumab

* Rejected by Netherlands Patent Office

— Biological products are far more complex than small
organic molecules

— No therapeutic equivalence can be assumed, In
contrast with salts and esters

— Obtaining MA for ‘similar’ biological product is not as
simple as for salt/ester

* Rejection upheld by the courts





Combination products

e Recurring problem:
MA for combination A+B, patent for A

* Netherlands view: Product A+B Is not protected
by patent

— NPO cannot look at infringement, but must look at
subject matter of patent, which is clearly A only

— Quite often there’s second patent for A+B specifically,
further evidence that first party did not invent A+B and
should not be rewarded





Combination products

« Some MS think that one can identify three
different products in MA for A+B:

— A+B
- A
- B
* We reject this approach. The MA only permits to
bring A+B on the market, not A or B separately.





Multiple SPCs for same product

Different patents can be used for SPC: patent for
product, patent for use, patent for process

Company must choose If it has more than one
patent

Art.3(c): If one SPC already granted, then no
additional SPC

Problem not considered when drafting SPC Reg.
1768/92: What If patents belong to different
companies? Multiple SPCs?






SPC Reg. 1610/96

e Addition to art.3 for clarification purposes, also
valid for 1768/92:

The holder of more than one patent for the same
product shall not be granted more than one
certificate for that product. However, where two
or more applications concerning the same
product and emanating from two or more
holders of different patents are pending, one

certificate for this product may be issued to each
of these holders.






C-482/07

2000 Different SPCs granted for etanercept, all
pending at same time

2003 SPC application for etanercept by AHP

This application rejected by Netherlands Patent
Office since other SPCs were granted

Appeal and referral to ECJ

ECJ: SPC can be granted, despite art.3(c).
SPCs do not necessarily have to be pending.





Hypothetical example

2008 market authorisation

SPC1

1990 2002 2010 2015

patent filing grant expiry

SPC 2

2000 2013 2020 2023






Consequences of ECJ C-482/07

Multiple SPCs with different expiry dates are
now possible

No legal certainty for third parties till 15 years
after MA

Generic competition impeded





Potential for abuse

Companies hold different patents

Transfers one patent to a subsidiary in other to
obtain multiple SPCs

Technically subsidiary is different legal entity,
different patent holder

EC uncomfortable with this practice; might
amend law In future

Compare EU law on data exclusivity: uses
broader concept of ‘Global marketing
authorisation holder’





Paediatric extensions

Overall concept simple:

1) Do paediatric studies

2) Include results in MA

3) Qualify for 6 month SPC extension

But actual provisions ambiguous and
Inconsistent

Only few cases decided, many studies not yet
concluded

Collaboration between patent offices and
health authorities to resolve some issues





SPC
NPO
MS
MA
Reg.
Dir.
EC
EMEA
EU
EEA
ECJ

Glossary

Supplementary Protection Certificate
National Patent Office
Member State

Market Authorisation
Regulation

Directive

European Commission
European Medical Agency
European Union
European Economic Area
European Court of Justice
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_1332751164.pdf
Executive summary of the examination practice

of SPC-applications in Germany

Dr. Carola Wagner
Patent Division 1.44
German Patent and Trade Mark Office

Introduction

New medical and plant protection products pass often a long and costly authorisation procedure
before they are authorised to be placed on the market. Consequently, the profit of these patents
is reduced. This lack is compensated by the creation of the SPC (means: supplementary
protection certificate).

The SPC is an independent property right which extends the term of a patent for a specific
medical or plant protection product covered by the authorisation to place the corresponding
product on the market.

The Regulations (EC) No. 469/2009 (entered into force 6.5.2009) for medicinal product (in the
following MPR), (EC) No 1610/96 (entered into force 8.2.1997) for plant protection products (in
the following: PPR), (EC) 1901/2006 for medicinal products for paediatric use and Directives
2001/82/EC, 2001/83/EC, 91/414/EC and Regulation (EC) No. 726/2004 constitute the legal
basis for the SPC.

German patent law has implemented these Regulations and Directives in 88 16a (SPC in

general), 49a (examination of SPC).

Publication
Notes concerning SPCs e.g. application, application for an extension (paediatric use), grant,
rejection, revocation, correction and nullity are published in the Patent Gazette (part 7) and in
the patent register.
The notification contains at least the following information:

- name and address of the holder of the SPC,

- entitlement of the SPC

- the number of the basic patent

- the title of the invention

- the number and date of the marketing authorisation in Germany

- where relevant, the number and date of the first marketing authorisation in the

Community
- the duration of the certificate (if granted)

- optionally: the duration of the extension





Examination of the application for a SPC

According to 8 49 German patent law the patent divisions are responsible. The responsibility
depends on the IPC main class, which has been assigned to the basic patent of the SPC
application.

During the examination a committee consisting of the head of the division, the primary examiner

and the second examiner is in charge.

Classification
If it is necessary a more precise IPC subclass is assigned for the product indicated in the

marketing authorisation.

Formalities examination
The examination of formalities is done by the executive officer. The results are indicated in a
form. Then the file is sent to patent division. The patent division has to object lacking formal

requirements immediately after receiving the file.

Formal requirements:
- the application has to be filed to the German Patent and Trade Mark Office
- acertain form (=P2008) has to be used
- The application shall be lodged within six months of the date on which the marketing
authorisation has issued if the basic patent is already granted.
- If the marketing authorisation is granted before the grant of the patent, the application of
the SPC shall be lodged within six month of the date on which the patent is granted.

- Only the patentee or his legal successor is entitled to claim the SPC.

application fee

Content of an application
a) name and address of the applicant (optional: and representative)
b) the title and the number of the basic patent in force
¢) the number and the date of the valid marketing authorisation of the product for Germany
d) indication that the product of the marketing authorisation falls within the scope of the
basic patent (e.g. chemical formula, INN, copy of the relevant paragraphs of the basic

patent where the product is disclosed, copy of the official plant protection index)

Substantive examination

According to Article 3b) MPR and Article 3, 1b) PPR at the date of the application a valid
marketing authorisation of the product for Germany had to be granted. The marketing
authorisations are granted consistent with Regulation (EC) No. 726/2004, Directives





2001/83/EC for human medical products, 2001/82/EC for animal medical products and
91/414/EC for plant protection products.

Validity of the marketing authorization

At the filing date a valid marketing authorisation must exist according to the above mentioned
directives. If the authorization was revoked, withdrawn or expired, the validity will be lost.
At the date of the grant the filed marketing authorisation must not have been revoked or

withdrawn.

First marketing authorization

The German Patent and Trade Mark Office has no own resources to fully investigate, that the
filed marketing authorisation is really the first authorisation for that product in Germany. The
homepages of Emea, BfArM and BVL are checked by the primary examiner.

Within the obligation to tell the truth the German Patent and Trade Mark Office assumes that the
filed facts conform to the requirements.

The authorisation has to be a final authorisation. Provisional authorisations according to 8811 or
15c PflISchG (means: Plant protection law) are not accepted as final authorisation. But they are
taken into account for the calculation of the duration of the SPC, if a final authorisation
succeeds without respite.

If the first marketing authorisation was granted in a State of the EC or EEA (including Norway,
Island, Liechtenstein), a copy of the authorisation shall be filed. The issue date will be taken into
account for the calculation of the duration of the SPC.

The first marketing authorisation for a medical product could be also a central European
authorisation (Regulation (EC) No. 726/2004). This authorisation will replace the national.

First marketing authorisations of Switzerland are taken into account. Since 1.6.2005 the
marketing authorisations of Switzerland come into force within a year in Liechtenstein. This is
indicated in the “NCE-negative list” (see: http://www.lIv.li/il-pdf-llv-ag-nce-

negativliste 100202.pdf).

In some countries (e.g. Luxemburg, Spain) price relevant marketing authorisations are granted.

These authorisations are not valid first marketing authorizations.

Prevailing case law seeks that products containing identical active ingredients and only
differentiate by additional additives or concentrations are seen in terms of the regulations as
identical products. As well the indication is not relevant (e.g. human or animal medical

products).



http://www.llv.li/il-pdf-llv-ag-nce-negativliste_100202.pdf

http://www.llv.li/il-pdf-llv-ag-nce-negativliste_100202.pdf



Determination of the identity of the product

According to Article 1 of the MPR and PPR the product is the active ingredient or the active
ingredient composition of the medical or plant protection product. The information is available

from the appendix | of the marketing authorisation “summary of product characteristics”.

Examination if there is already a SPC granted for the product

The primary examiner has to check in the databases patdpaspc in STN or the internal database
of the German Patent and Trade Mark Office whether there exists an application or a granted
SPC for the product indicated in the authorisation.

But: If there are two or more applications for the same product of two or more patentees
pending, than to each of the patentees could be granted a SPC.

If one and the same applicant files multiple SPC applications for the identical product, he only

gets one SPC even so he is the holder of different basic patents.

Product within the scope of the basic patent

The basic patent may be either a German or a European Patent (designated state: Germany)
and may protect the product as such, a process to obtain or an application of the product.

The authorised product must be disclosed within the scope of the basic patent.

Calculation of the duration

Day(s) Month(s) Year(s)

Filing date of the basic patent

Date of the grant of the first marketing

authorisation within the Community

Difference

Subtraction term 5

Duration according to Article 13(1)

Maximum duration according to Article 13(2) 5

Start date of the duration

End date of the duration

The calculation starts from year proceeds to day via month.
(If the application includes an application for the extension of the duration, then 6 months will be
added to the end date of the duration.)





Official letter

Where it appears to the committee that formal objections arise, and/or that any of the conditions
of Article 3 MPR/PPR is not met, the applicant is informed accordingly and allowed a specified
period (generally 4 months) for reply. This period may be extended at the request of the

applicant, if he provides adequate reasons therefore.

Hearing
According to 8846, 49a German Patent Law a hearing could be requested either by the

applicant or the committee. The hearing is not open to the public. Third parties are only allowed

by the agreement of the applicant.

Grant or Rejection

When all requirements are met a SPC is granted. Otherwise the application is rejected. The
decision of the rejection has to be in written form and reasoned. In the Patent Gazette and the
patent register the notification of the fact that the application for a SPC has been granted or
rejected shall be published by the authority referred in Article 9. The notification shall contain at

least the information listed under the section “Publication”.

Special legal remedies for SPCs

a) appeal

The applicant or the holder of the SPC is authorised to appeal against the decision of the
patent division. The appeal and the fee of appeal must be filed within one month after the
service of the decision. The patent division shall examine if the appeal is admissible. In the
case the appeal is reasoned and the division agrees or required amendments are made, the
patent division can remedy. The payback of the fee of appeal can be enacted.

In the other case the appeal is sent to the Federal Patent Court.
b) Correction of the duration
According to Recital 17 PPR the term shall be corrected, if the date of the first marketing

authorisation was incorrect.

Examination of an application for an extension of the duration (medical product for

paediatric use)

Formalities examination
- application fee
- the application of an extension has to be filed to the German Patent and Trade Mark
Office





- reference to a pending SPC application or granted SPC

- only the holder or the applicant of an SPC is authorised to apply for an extension

- terms: The application for an extension can be either filed with the application for a SPC
or in the case of granted SPC 2 years before the expiry of the SPC. For the duration of 5
years after the paediatric regulation has been in force (26.1.2007) the extension can be

filed 6 month before the expiry of the granted SPC.

Necessary proofs at the filing date:
a) compliance statement with an agreed completed paediatric investigation plan
b) a copy or copies of the marketing authorisation(s) for all member states (centralised or
decentralised procedure)
¢) exclusion: orphan drug, one-year extension of the period of the marketing protection (the

authority accepts a self-certification as proof)

Grant of the extension of a SPC

If the application meets the requirements, the committee will grant the extension of the duration
of the SPC.
In the case the application of an extension is filed with the application of a SPC, a single

decision will be made. Otherwise the decision of the extension will be made separately.

Rejection
If the application does not meet the requirements, the committee will reject the application.

The grant and the rejection shall be published in the patent register and the Patent Gazette. The

notification shall contain at least the information listed under the section “Publication”.

Special appeal: Revocation of the extension

According to Article 15a MPR and 849a German Patent Law the extension could be revoked
when being granted inconsistently to Article 36 of the regulation.
Everybody has the right of the revocation. The revocation shall be filed to the German Patent

and Trade Mark Office at any time.

General appeals:

- suspension (e.g. parallel cases are pending or referral to the European Court of justice)
- restoration (according to § 123 German Patent Law)
- correction of a decision (according to 88 16a, 95 German Patent Law in case of obvious

incorrectness)
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Agenda

- Introduction to SPCs at DKTPO

e Conditions for obtaining an SPC
~different approaches by NPOs

e Examples of DKPTO practice
~chemical compounds, antibodies, vaccines

e Combination products

e Publication of ‘product’ or ‘marketing authorisation
product’ only?

. Case law
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SPCs filed in Denmark

80 -

SPC applications 2

1995 2000 2005 2009
o Grants: 470 (70%)
Applications: 671 Rejections™: 90 (13%)
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Under examination: 111 (17%)

*Rejected, surrendered, shelved etc.





.—-'--_-—____-_'—--.
DANISH PATENT AND TRADEMARK OFFICE

DKPTO examiners

e —~70 Patent Examiners
Chemistry, Electronics, Mechanics

e 5 SPC Examiners
MSc (chemistry/pharmacy/biochemistry)
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Scope of an SPC

the subject of an SPC is
a product

‘product’: the active
ingredient or
combination of active
ingredients of a
medicinal product /
plant protection product

SPCs not granted for
product definitions
comprising a group of
active ingredients / a
combination of groups of
active ingredients

Except trivial
modifications of the active
ingredients where
therapetic equivalence
can be assumed, e.qg.
salts etc.

~Regulation 1610/1996, recital 14; ECJ C-392/97 Farmitalia;
Board of Appeal AN 1997 00910, AN 1997 00914
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Conditions for obtaining an SPC

An SPC should be granted if:

a)
b)

c)

d)

the product is protected by a basic patent in force

a valid authorisation to place the product on the market
has been granted

the product has not already been the subject of a
certificate

the authorisation referred to in point (b) is the first
authorisation to place the product on the market

’basic patent’ defined as a patent which protects a
product as such, a process to obtain a product or an
application of a product
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Different approaches by NPOs

a) the product is protected by a basic patent in force

b) a valid authorisation to place the product on the market
has been granted

e When is a product protected by a basic patent?
e What constitutes a marketing authorisation?

e At DKPTO: A marketing authorisation for the product A
Is a marketing authorisation for a medicinal product or a
plant protection product that allows for the marketing of
the product A, irrespective of the context of A; i.e. a
marketing authorisation for ‘A’ or ‘A+B’
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Examples of SPC applications

e Chemical compounds
e Antibodies

. Vaccines
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Example — Chemical compounds

Marketing authorisation
Compound A

Basic patent

Markush formula covering
compound A salts thereof

(compound A may or may
not be disclosed)

Protection by basic patent?
YES

MA issued for the product?
YES

SPC for 'Compound A and
salts thereof’?

YES
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Example — Antibodies

Marketing authorisation Protection by basic patent?
A specific antibody A given YES
by its INN-name

Basic patent MA issued for the product?

An antibody defined by its YES
specificity is claimed
(the INN-name may or may SPC for "Antibody A (INN-

not be disclosed) name)’? YES

SPC for ’Antibody defined by
its specificity’? NO

- We do not accept product definitions
comprising more than one active ingredient
and trivial modifications, e.g. salts etc.
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Example — Vaccines (1)

Marketing authorisation (EU/1/07/419/001-009)

QUALITATIVE AND QUANTITATIVE COMPOSITION
Human Papillomavirus type 16 L1 protein?-34
Human Papillomavirus type 18 L1 protein2.3-4

2adjuvanted by [...]
Sadsorbed on [...]

4L1 protein in the form of non-infectious virus-like particles
(VLPs) produced by recombinant DNA technology using a
Baculovirus expression system which uses Hi-5 Rix4446 cells
derived from Trichoplusia ni.
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Example — Vaccines (11)

Basic patent (EP0647140)

9. A vacccine for the prevention of papillomavirus infection, said
vaccine comprising at least one recombinantly produced human
papillomavirus (PV) L1 protein or fragment thereof, [...]

10. The vaccine of claim 9 wherein said protein or fragment thereof is
produced in a baculovirus expression system.

13. The vaccine of any of claims 9 to 12, wherein said PV is selected
from HPV 1, 2, 3a, 4, 5, 6b, 7, 8, 9, 10, 11a, 12, 13, 16 and 18.

16. The vaccine of claim 13 wherein said vaccine comprises L1 protein
or fragment thereof of HPV 16 and HPV 18.
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Example — Vaccines (I11)

Protection by basic patent? YES
MA issued for the product? YES

SPC for ’Combination of recombinantly produced L1-
protein from Human Papillomavirus Type 16 and 18’?
YES

e Often the case is not so simple!

e If protection is not evident we ask the applicant to show
where in basic patent protection is found
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Combination products
Different approaches by NPOs

e when is a combination product protected by a basic
patent?

e what constitutes a marketing authorisation?

e which product is the SPC granted for — 'A’ or 'A+B’?
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DKPTO approach

Protection

A combination of 'A+B’ is protected by the basic patent, if
the basic patent claims at least one of the active ingredients,
a process for producing at least one of the active ingredients
or an application of at least one of the active ingredients

Marketing authorisation

An authorisation to place the product ‘A’ on the market is a
marketing authorisation for ‘A’ alone or ‘A’ in context with
other active ingredients, e.g. ‘A+B’
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DKPTO — disclosure required

Disclosure in basic patent

An SPC confers the same rights as conferred by the
basic patent

If a patent application discloses A, but NOT the specific
combination of ‘A+B’, the specific combination can not
be added to the patent description or claims either
before or after grant

v

We do not grant SPCs for the combination ‘A+B’,
although the combination is protected by the basic
patent

For combination products, we require disclosure of the
specific combination ‘A+B’
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Example — Combination products (1)

Marketing authorisation Product: "A’

Compound A + B 'A’ protected by basic patent?
YES

Basic patent MA issued for 'A’? YES

Markush formula covering SPC for 'A’? YES

compound A

Specific combination of Product: 'A+B’

A+B is disclosed :
'A+B’ protected by basic

patent? YES
MA issued for 'A+B’? YES
SPC for 'A+B’? YES
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Example — Combination products (I1)

Marketing authorisation
Compound A + B

Basic patent

Markush formula covering
compound A

(combination of A with
another active agent may
or may not be disclosed,
but the specific
combination of A+B is not
disclosed)

Product: 'A’

‘A’ protected by basic patent?
YES

MA issued for 'A’? YES
SPC for 'A’? YES

Product: 'A+B’

'A+B’ protected by basic
patent? YES

MA issued for 'A+B’? YES
SPC for 'A+B’? NO
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Publication of ‘product’
Current practice at DKPTO

e Applicant must state the 'product, for which the SPC is
applied for’ on the application form

e Assessed by the DKPTO during examination, minor
changes allowed

e  The product for which the SPC is granted is stated on
the granted SPC document
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Publication of ‘MA product’ only?

Arguments for

No requirement by the
regulations to specify
the product for which
an SPC is granted, only
the product according
to the marketing
authorisation

Scope of protection is
defined in the
regulations (article 4)

Arguments against

Less certainty for third
parties regarding
subject matter of
protection
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Case Law

e Only few Board of Appeal decisions in Denmark

- ECJ decisions

Pending Board of Appeal Case on combination products
AN 2008 00004 (Picoxystrobin + cyprodinil)
~No disclosure for specific combination
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Supplementary protection certificates for medicinal products and plant
protection products

1. Legal framework

The legal framework for applications for supplementary protection certificates (‘certificates') in
Denmark islaid out in @) section 91 of the Danish Patent Act; b) sections 84-102 of the Danish Order
on Patents; ¢) Regulation (EC) No 469/2009 of the European Parliament and of the Council of 6 May
2009 concerning the supplementary protection certificate for medicina products; and d) Regulation
(EC) No 1610/96 of the European Parliament and of the Council of 23 July 1996 concerning the
creation of a supplementary protection certificate for plant protection products.

2. Scope, subject matter of protection and product definition

Certificates are issued for products that are protected by a basic patent and subject to an administrative
administration procedure prior to being placed on the market as a medicina product or as a plant
protection product. The applicant of the certificate must be holder of the basic patent.

The protection conferred by a certificate can not reach farther than the protection conferred by the
basic patent. Furthermore, the protection of a certificate is meant to extend only to the product covered
by the marketing authorisation for the corresponding medicina product and the use of the product as a
medicinal product that has been authorised before the expiry of the certificate.

A product is defined in the regulations to be the active ingredient or combination of active ingredients
in a medicina product or a plant protection product, respectively. In practice, the product will be
interpreted as the active ingredient and trivial modifications thereof. Such a definition comprises
trivial modifications known in the field of medicinal chemistry, like salts or esters, which are expected
to show therapeutic equivalence. An exception to thisis, when the derivative can be considered a new
active ingredient, see section 5 below. Apart from such trivial modifications, a certificate can only
protect a single product. Different products must be protected by various certificates, although the
products are protected by the same basic patent.

3. Protection by a basic patent

The product must be protected by a basic patent, which must be in force at the time of application for
the certificate. The basic patent must either protect the product as such, a process to obtain the product
or an application of the product. No distinction is made between types of basic patents, as long as the
product, a process for producing the product or any use of the product is protected.

The certificate becomes invalid if the basic patent lapses before its lawful term, and the DKPTO does
therefore not grant a certificate if the basic patent has lapsed before its lawful term at the time of
granting the certificate.

4. Marketing authorisation

At the time of filing the application for a certificate there must be a valid authorisation to place the
product on the market in Denmark as a medicinal product or a plant protection product. This
authorisation must be the first authorisation for marketing the product in Denmark. This first
marketing authorisation does not necessarily need to be valid at the time of grant of the certificate.
However, since the certificate will lapse in case the product may no longer be marketed in Denmark,
the DKPTO does not grant a certificate in case there is no longer a valid marketing authorisation in
Denmark at the time of granting the certificate. The marketing authorisation valid on time of grant of
the certificate does not necessarily have to be the first marketing authorisation and thus be stated on
the application for the certificate.

The applicant must state the first authorisations to place the product on the market in Denmark and in
the EU/EEA, respectively, on the application form. We do not control whether these marketing
authorisations are in fact the first marketing authorisations in Denmark and in the EU/EEA,
respectively.

2/6





The applicant need not be holder of the marketing authorisation.

5. ‘Oneproduct, one certificate’ and an exception thereto
It is a requirement for obtaining a certificate that the product has not already been the subject of a
certificate in Denmark.

This means that if a certificate has previously been issued for a product, i.e. an active ingredient, a
certificate for a similar product where the transformation of the active ingredient is regarded as being
trivial, e.g. by conversion to a (second) salt or a (second) ester, can usually not be issued. Also, since
the product will be considered as being identical in such applications, the marketing authorisation of
the second application covering the active ingredient which is seen as a trivia transformation of the
active ingredient of the first application, will not be the first authorisation to place the product on the
market.

In some cases, however, there may be issued a separate certificate for a derivative of an active
ingredient, for which a certificate has previously been issued. This applies when the new derivative is
not merely atrivial transformation of the active ingredient of the previous certificate and thus can be
considered as a new product. For a derivative of an active ingredient to be considered as non-trivia
and thereby a new product in the meaning of the regulation, a separate patent must be granted for the
derivative. The separate patent must be based on the unexpected properties of the new derivative
compared to the active ingredient itself.

It aso follows that if e.g. a marketing authorisation is issued for a specific formulation of an active
ingredient for a specific use, and another marketing authorisation is later issued for the same active
ingredient but in ancther formulation, for another use, etc., a certificate can only be granted based on
the first marketing authorisation for that active ingredient regardless of formulation, use, etc.

As an exception to the requirement that the product has not already been the subject of a certificate,
multiple certificates for the same product can be issued if the holders of the basic patents are different.
The applications must be filed on the basis of the same marketing authorisation as the requirement of
the marketing authorisation to be the first marketing authorisation for the product would otherwise not
be met.

If an application for a certificate is filed for a product, for which an earlier application from the same
applicant is pending, the DKPTO will stay the proceedings of the later application until the previous
application has been settled.

6. Specifically for combinations of active ingredients
To obtain a certificate for acombination of active ingredients, the following conditions must be met:

a) The composition must be protected by a basic patent. This means that the basic patent must claim
at least one of the active ingredients, a process for producing at least one of the active ingredients or an
application of at least one of the active ingredients.

b) According to the regulation, the certificate shall confer the same rights as conferred by the basic
patent and shall be subject to the same limitations and obligations. The protection conferred by a
certificate shall extend only to the product covered by the marketing authorisation within the limits of
the protection conferred by the basic patent. It is therefore the current practice of DKPTO to only issue
a certificate if there is support in the basic patent for the combination of active ingredients, for a
process to obtain the combination of active ingredients or for an application of the combination of
active ingredients.

¢) There must be a valid marketing authorisation for a medicina product or a plant protection product
comprising the combination of active ingredients, which is also the first marketing authorisation
involving this specific combination of active ingredients.
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At DKPTO we define the first marketing authorisation for a product as the first marketing
authorisation for a medicinal product or a plant protection product comprising the product. This means
that the first authorisation to market the product A may be a marketing authorisation for the product A
or a marketing authorisation for the product A in combination with another product B. It also follows
that if a certificate has previously been issued for a certain combination of active ingredients, further
certificates cannot be issued for subsets of this certain combination of active ingredients, unless the
application is based on the same marketing authorisation as for the previoudy issued certificate.
Otherwise the requirement of the marketing authorisation to be the first authorisation to market the
product is not fulfilled.

On the other hand, a combination of active ingredients may be subject to a certificate, despite a
separate certificate has previously been granted for one or more of the active ingredients of the
medicina product.

7. Grant of thecertificate

If the application for a certificate and the product to which the application relates meets the conditions
laid down in the regulation, a certificate is granted. The certificate is issued to the holder of the basic
patent and the following information is stated on the certificate and made publicly available: a) the
product (i.e. an active ingredient) on which the certificate is granted; b) the number of the basic patent
and the title of the invention; c) the number and date of the first authorisation to place the product on
the market in Denmark and the product (i.e. the active ingredient(s)) identified herein; d) where
relevant, the number and date of the first authorisation to place the product on the market in EU/EEA;
and e) the duration of the certificate.

8. Reection of an application for a certificate

If the application for a certificate and the product to which the application relates does not meet the
conditions laid down in the regulation, and any deficiencies found have not been fulfilled by the
applicant within the prescribed time limits, the application is rejected. Communications between the
examiner and the applicant continues as long as the examiner considersit appropriate.

The final decisions on certificate applications made by the DKPTO can be appeaed to the Board of
Patents and Trademarks within a period of two months starting from the date of the letter of rejection.

9. Fees

A number of fees apply to applications for and renewals of certificates, including a filing fee for
applications for certificates (DKK 3000, ~400 €) and an annual renewing fee for certificates (DKK
5100, ~685 €) which must be paid for the time period of duration of the certificate, i.e. for the time
period from expiry of the basic patent until expiry of the certificate.

10. Application deadlines

The application for a certificate must be filed within six months of the date on which the first
marketing authorisation for the product in Denmark was issued. Where the marketing authorisation is
granted before the basic patent is granted, the application for a certificate must be filed within six
months of the date on which the patent is granted.

11. Duration of the certificate

A certificate takes effect at the end of the lawful term of the basic patent. A certificate is valid for a
period equal to the time elapsed between the filing date of the application for the basic patent and the
date of notification of the first marketing authorisation in the EU/EEA, minus five years. However, the
certificate is valid for a maximum of five years (can be extended with six months for medicina
products for paediatric use, see section 17).

If the validity period of the above calculation is zero or negative, i.e. the certificate will expire before
the end of the lawful term of the basic patent, a certificate will not take legal effect. Such applications
will be rgjected by the DKPTO.
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12. Publication

Applications for supplementary certificates and al correspondence including grants, rejections, etc.,
relating to the examination of the application are publicly accessible via the website of DKPTO.
Applications, rejections and grants are also notified in the patent gazette issued by the DKPTO.

13. Expiry of the certificate

A certificate will lapse @) at the end of the lawful term for which it was issued; b) if the holder
surrenders the certificate; ¢) if the annual renewing fee is not paid in time; or d) when the product
protected by the certificate may no longer be marketed. The DKPTO may decide on the lapse of the
certificate on its own initiative or on the basis of arequest from athird party.

14. Invalidity of the certificate

The certificate is invalid if @) the certificate was issued contrary to the provisions of Article 3; b) the
basic patent has lapsed before its lawful term expires; or €) the basic patent is revoked or limited to the
extent that the product for which the certificate was granted is no longer covered by the basic patent
or, after the basic patent has expired, grounds for revocation exist which would have justified such
revocation or limitation.

15. Limitation or revocation procedure

A request for limitation or invalidation of a certificate can be filed to the DKPTO by the applicant or
by a third party. Valid grounds for a request for limitation or invalidation are those mentioned in
section 11 relating to the duration of the certificate or those mentioned in section 14 regarding
invalidity of the certificate. The request must contain an exhaustive documentation in support of the
reasons for limitation or revocation. In case the request is filed by athird party, a hearing procedure is
then undertaken, giving both the holder of the certificate and the third party an opportunity to submit
pleadings in the case. The hearing procedure continues as long as it is considered appropriate by the
DKPTO, and afina decision is then made upon the pleadings made by the third party and the holder
of the certificate.

Extensions of supplementary protection certificates for medicinal products for
paediatric use

16. Legal framework

The lega framework for applications for extensions of the duration of supplementary protection
certificates (‘extension of certificates') in Denmark is laid out in &) section 91 of the Danish Patent
Act; b) sections 84-102 of the Danish Order on Patents; c) Regulation (EC) No 469/2009 of the
European Parliament and of the Council of 6 May 2009 concerning the supplementary protection
certificate for medicinal products (‘medicinal products regulation’); and d); Regulation (EC) No
1901/2006 of the European Parliament and of the Council of 12 December 2006 on medicinal
products for paediatric use (‘ paediatric regulation’).

17. Scope

The duration of a supplementary protection certificate for a medicinal product can be extended by six
months if the conditions for the extension laid out in the paediatric regulation and in the medicina
products regulation are met. The possibility of a six months extension of certificates has been
introduced to promote the development of medicina products for the paediatric population and
requires that the marketing authorisations from all EU members states contain data from trias
conducted in accordance with an agreed Paediatric Investigation Plan (PIP).

18. Compliancewith agreed completed paediatric investigation plan

The applicant must have carried out paediatric studies in agreement with a paediatric investigation
plan accepted by the European Medicines Agency. The applicant must submit a copy of the relevant
authority's statement of compliance with the agreed completed paediatric study plan when filing the
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application for extension of the certificate. This compliance statement is incorporated in the marketing
authorisation.

19. Marketing authorisation

The applicant must submit evidence that a marketing authorisation for the product containing the
results of paediatric studies has been issued in all EU Member States.

If the marketing authorisation is obtained by a central procedure and thereby issued by the European
Commission, the applicant must submit a copy of the marketing authorisation. We control that the
compliance statement, and thereby the results of the paediatric studies, is contained in the marketing
authorisation.

For marketing authorisations obtained by a decentralised procedure, i.e. a marketing authorisation is
issued by the relevant authority in each EU member state, we aso require a copy of each of these
marketing authorisations. We control that the compliance statement, and thereby the results of the
paediatric studies, is contained in the marketing authorisation issued by the Danish Medicines Agency.
However, due to the language barrier, we do not control that the compliance statement is contained in
the marketing authorisations issued by authorities in other EU member states. We ask the applicant to
certify that a marketing authorisation for the product containing the results of paediatric studies has
beenissued in all EU Member States.

20. Other rewardsdisgqualifying the grant of an extension of a certificate

The applicant must certify that the product covered by the certificate is not classified as an orphan
medicina product or that a one-year extension of the period of marketing protection has not been
applied for or obtained for the product covered by the certificate based on the paediatric indication, for
which other incentives apply. The DKPTO does not verify these statements.

21. Grant of the certificate
If the application for an extension of a certificate meets the conditions for extensions laid down in the
regulations, a six months extension of the duration of the certificate is granted.

22. Rejection of an application for extension of a certificate

If the application for an extension of a certificate does not meet the conditions laid down in the
regulations, and any deficiencies found have not been fulfilled by the applicant within the prescribed
time limit of 2 months, the application is rejected.

23. Fees
A number of fees apply to applications for extensions of certificates, including a filing fee for
applications for paediatric extensions of certificates (2500 DKK, ~335 €).

24. Application deadline

The application for an extension of a certificate can be filed together with the application for the
certificate, while the application for the certificate is pending, or after grant of the certificate. If the
certificate has been granted, the application for extension of the certificate must be filed within 2 years
before the certificate expires. However, in the first 5 years after entry into force of the paediatric
regulation, the application for extension of a certificate must be filed within 6 months before the
certificate expires.

Signe Hgg, The Danish Patent and Trademark Office, March 2010
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Patent protection granted to pharmaceutical inventions in the Russian Federation (RF) changed
dramatically in 1992. That was the year when, on 14.10.1992, the Russian Federation adopted the
first Patent Act, which became the most important legislative instrument granting exclusive patent
rights to pharmaceuticals, having included in the list of patent-protected subject matter of inventions
a subject termed substance. | should like to begin by saying a few words about our patent history.
The USSR Patent Act (“On Inventions in the USSR”) was adopted on 1 July 1991. This Act too
offered patent protection to substances. Until that time, substances could only be covered by
certificates of authorship.

A substance is defined as any new, not previously described compound which can be
characterised in terms of an exact structure, but can also be a compound with an undetermined
structure. The Russian Federation recognises the absolute patent protection of compounds. This
means that a claim containing a definition of the compound in terms of its structural formula or
nomenclature need not contain an indication of its application, or its biological activity. However, in
the specification the applicant must confirm the existence of an application and provide information
confirming that the substance can be used in that application, for instance, by confirming its
biological activity.

A substance can also be defined as a composition, and in particular a pharmaceutical
composition, which can also form the subject of an invention. What is more, the subject of an
invention can be a pharmaceutical composition as well as a medicinal product and combinations of
compositions or medicinal products or preparations. In addition to medicinal products which can be
presented as individual compounds (agents) or compositions, patent protection can also be offered to
kits, dosage forms and even treatment methods.

It must be noted that the RF Patent Act introduced the protection not only of single
substances but also of groups of chemical compounds with an established structure described by a

common structural formula known as the Markush formula as early as 1992.
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The above regulatory documents allow one independent claim to name the new compound as
one of the subjects of invention, while a second independent claim names a pharmaceutical
composition containing that compound as another subject. In addition, provided that the unity of
invention is maintained, the same claim may also include a subject such as a method of treatment
involving the use of a pharmaceutical composition containing that compound. The specification of
an invention of this kind must disclose all subjects included in the claim and contain sufficient
information to allow a judgment on whether the claimed subject matter of invention meets
patentability requirements.

The next stage in the development of RF patent legislation, which also influenced the grant
of exclusive rights to subjects termed substance, was the entry into force on 07.02.03 of amendments
and addenda to the RF Patent Act.

One of the changes introduced by the amended Patent Act was the abolition of the exhaustive
listing of subjects of invention offered patent protection. Article 4.1 stated that protection would be
extended to inventions consisting of technical solutions in any field relating to a product (in
particular to a device, a substance, microorganism strain and plant or animal cell culture) or a
method (the process of manipulating material objects by material means). This provision further
expanded the range of patented inventions concerning products in the form of substances, thanks to
the inclusion of biotechnology products which are genetic constructs.

Next, | should like to turn to another important change introduced into the Patent Act in
2003, which directly concerns the release and marketing of new medicinal products.

Let us turn back to the USSR Act of 1991. Among other things, this Act allowed patent
protection to be offered to medicinal products without requiring them to have preliminary approval.
The principles of protection it set out were retained in the RF Patent Act which entered into force in
1992, and are observed to this day. However, it must be emphasised that the processes of approval of
medicinal products, clinical trials etc. have of course been retained in the Russian Federation with
respect to subject matter which has a medical application, although those processes have been taken
out of the patenting procedure. The relevant checks and the regulation of these processes are
undertaken by authorized agencies and usually take up a lot of time. As a result the actual period
during which the exclusive right to a specific pharmaceutical product may be exercised turns out to
be much shorter than the legal period. In this situation, the changes introduced into the Act in 2003
(Article 3.3) provided for extending the term of a patent for an invention concerning a medicinal
product for a period counted from the patent application filing date until the date of first marketing
authorisation minus five years. The period for which the patent for such an invention could be

renewed could not exceed five years.
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Finally, certain provisions concerning the exercise of the exclusive right to an invention were
included in the Act. This is especially important where subjects of invention having a medical
application are concerned. For instance, the Russian Federation allowed for the possibility of
granting a compulsory non-exclusive licence, and classified research and experimentation, the use of
the product in emergency situations and the preparation of a prescribed medicinal product using the
patented invention in a pharmacy on a single occasion as actions not violating the exclusive right of
the patent holder (Articles 10 and 11 of the Act).

On 01.01.08, Part 1V of the Civil Code of the Russian Federation (CC RF) entered into force,
and it can therefore be said that the RF Patent Act of 1992 as amended in 2003 is no longer in force.

Chapter 72, Article 1350 of CC RF Part IV retains the definition of an invention as a
technical solution in any field relating to a product (in particular to a device, a substance, a
microorganism strain and a plant or animal cell culture) or a method (the process of manipulating
material objects by material means)..

It also retains the requirements for the grant of a compulsory non-exclusive licence (Article
1362 CC FR) and the (Article 1359 CC RF).

Part IV CC RF also retains the provision relating to the extension of the term of a patent
concerning a medicinal product. In particular, Article 1363.2 states:

If the time elapsed between the day of filing of a patent application for an invention concerning
a medicinal product which requires a duly obtained marketing authorisation and the day of receipt of
the first marketing authorisation is longer than five years, the term of the exclusive right to the
relevant invention and of the patent confirming that right shall be extended by the Federal
Intellectual Property Authority on application from the patent holder. The above term shall be
extended for the period of time elapsed between the patent application filing day and the day of
receipt of the first marketing authorisation, minus five years. However, the term of the patent cannot
be extended for more than five years.

Patent term extension applications must be filed by the patent holder during the patent’s term
of validity and before the expiry of six months from the date of the marketing authorisation or the
date of grant of the patent, whichever is the later.

The RF Civil Code gave rise to a number of administrative regulations dealing with the
performance of the official functions assigned to the Federal Intellectual Property, Patents and
Trademarks Authority (Rospatent). Article 1363 assigns to Rospatent the function of extending the
terms of patents for medicinal products. This function is spelled out in the Administrative
Regulations on the performance of the official function of extending the term of patents for
inventions concerning products requiring marketing authorisation to be issued by agencies duly

authorised under the laws of the Russian Federation as well as the terms of industrial design patents,
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utility model certificates (patents), trademark and service mark registration certificates, certificates
of right to use an appellation of origin and of restoring patents for inventions, utility models and
industrial designs lapsed due to the failure to make prompt payment of the patent maintenance fee
(“AR™).

Chapter 111 of the Regulations specifies the time limits and the sequence of operations
(administrative procedures) which must be performed by the Federal Intellectual Property Authority
when extending the terms of patents for inventions concerning products requiring marketing
authorisation.

The procedure for extending the term of an exclusive right to an invention consists of a series
of measures relating to the processing of applications for the extension of the term of an exclusive
right to the relevant results of intellectual activity.

The application or petition is forwarded by the patent holder to Rospatent.

The processing of the application (petition) includes checking that all the required documents
have been included and that they meet the specified requirements. Processing a patent term
extension application includes determining whether the patented invention can be recognised as the
medicinal product named in the first authorisation submitted by the patent holder.

Based on the results of examination of the application (petition) the Federal Intellectual
Property Authority grants or denies the request. Where necessary, it may ask for the submission of
missing and/or correctly completed documents. If a request is granted, the relevant information is
entered in the State Register of the Russian Federation.

The end result of the performance of this official function is the extension of the term of an
exclusive right to the invention or a refusal to extend.

Examination of applications in accordance with the requirements of the above AR includes
determining whether the patented invention can be recognised as a medicinal product. The answer is
in the affirmative if it is characterised in the claim as a compound or a group of compounds
described by a common structural formula, and it follows from the specification that it can be used
as the active ingredient of a medicinal product, or, the invention is recognised as a medicinal product
if the specification characterises it as a medicinal product composition.

The above test is performed on the basis of:

- An official document/documents (copies of the official document/documents) confirming
the registration of the medicinal product, with due regard to the explanations provided by the patent
holder;

- The claim;

- The patent specification.
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Consequently, a patent holder submitting an application must enclose a number of documents
with it:
- Confirmation of payment of the application processing fee;
-A copy of the patent (the appropriate claim) for which renewal of the exclusive right and of the
patent confirming this right is being requested, a statement confirming that the authorisation is the
first one for this particular invention, and explanations making it clear that the medicinal product has

been characterised in the relevant claim;

-A certified copy (copies) of official document(s) containing information about : the medicinal
product whose marketing authorisation allows the invention characterised in the relevant the claim to
be recognised as that medicinal product (for instance the pharmacopoeia entry of the medicinal
product, regulatory documentation, directions for use and state registration certificate; i.e. the
registration number and date of issue of the first marketing authorisation by the authorised agency
(an authorisation allowing the invention to be used).

Chapter 5, Article 19.1 of the Medicinal Products Act No. 85 of 22 June 1998 states that a
marketing authorisation represents state registration of the medicinal product, since medicinal
products may be manufactured, sold and used in the Russian Federation if they have been registered
by the Federal authority responsible for quality control of medicinal products ".

At the present time, the relevant authority is the Federal Health Care and Social Development

Inspectorate (Roszdravnadzor).

A test of the eligibility of an invention characterised as a compound (a group of compounds
described by a common structural formula) for recognition as a medicinal product which has
obtained marketing authorisation consists in comparing the compound characterised in the claim
with the active ingredient of the medicinal product named in the marketing authorisation. At the
same time, a check is made to establish whether the specification contains the information that the
compound possesses the activity required for it to be used in that medicinal product. The invention
can be recognised as the medicinal product named in the marketing authorisation if the compound is
its active ingredient and the specification contains the information referred to above.

A test of the eligibility of an invention characterised as a composition for recognition as a
medicinal product which has obtained marketing authorisation consists in comparing the
characterisation of the patented composition with the characterisation of the composition of the
medicinal product, pesticide or agricultural chemical specified in the marketing authorisation (its
application, composition and form if it is specified in the claim or follows from its formulation). The
invention can be recognised as a medicinal product if the relevant claim includes the characterisation

of the medicinal product named in the marketing authorisation.
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If processing of an application for renewal of an exclusive right to an invention and of the
patent confirming this right is successfully completed, an “Annex to the Patent” is forwarded to the
patent holder, recording the renewal of the exclusive right to the invention which had received
marketing authorisation and quoting its characterisation. The characterisation consists in a reference
to the independent claim, the dependent claim, and the chemical name of the compound describing
its structure, or the formulation of a composition.

If the above requirements or just one of the requirements have not been met, the term of the
patent cannot be extended.

Analysis of the procedure described above suggests that it contains a number of terms which
the law does not define. Such undefined terms include “first authorisation”, as well as a lack of
clarity in the text of the Annex as to the scope of the claim whose term may be extended.

Clarifying the meaning of “first authorisation” of the use of a medicinal product doesn’t
appear possible for the following reasons. No such clarification is provided by CC RF. Article
1363.1 CC RF refers only to the first authorisation of the use of the invention. Medicinal products
legislation also does not contain an interpretation of the term. It would therefore appear that the
absence of its definition represents a significant omission in the law, which needs to be resolved.

As to the definition of the scope of claim to which the renewal could apply, practice has
shown that renewing a patent together with the claim and/or the individual claims could lead to an
unjustified extension of the patent holder’s rights, since as a rule all claims contained in a patent
relate to a group of compounds rather than individual compounds or an individual product for which
an authorisation is subsequently received. It would therefore seem appropriate to isolate (usually) a
single product (compound) from the claim, and grant renewal with respect to that product or
compound, in accordance with the authorisation. However, this approach would require a new claim
to be formulated, which would include the product in question. The new claim could only be
included in a new patent, e.g. a patent of addition. Quite frequently a patent for a medicinal product
contains a claim relating to a group of inventions which includes a subject of invention termed
substance in the form of a compound of a pharmaceutical composition characterised by the Markush
formula, and often the claim includes a method as the subject of invention, as well as other subject
matter. The competent authority can grant authorisation (or registration) only for the use of a
specific substance forming part of a medicinal product which is ready for use (for sale). In this way,
the two functions: the grant of a patent for an invention concerning a medicinal product and the grant
of a medicinal product marketing authorisation are performed by two different government services
at different stages of the development of a medicinal product (initial and final). At the initial stage of
development of a medicinal product the applicant attempts to obtain the broadest possible exclusive

rights, patenting whole series of compounds, so that the most active one can be identified and
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selected, and defined as the primary active ingredient of a specific preparation during the final stage
of development. As a result, the balance between the scope of the claim included in the patent,
which can cover a range of compounds, and the marketing authorisation, which can only be granted
for a single product is frequently not preserved. This lack of balance could also be regarded as a
situation which the law has failed to regulate.

Since the legislation governing the renewal of a patent for an invention concerning medicinal
preparations contains a number of gaps, attempts have been made to amend the Civil Code, and in
particular Article 1363.2 of its Part IVV. One of the proposals is to replace the existing Article with
the following wording:

If the time elapsed between the day of filing of a patent application for an invention
concerning a medicinal product which requires a duly obtained marketing authorisation, i.e. State
registration, and the day of receipt of this marketing authorisation, is longer than five years, the term
of the exclusive right to the relevant invention shall be extended by the Federal Intellectual Property
Authority on application from the patent holder and shall be confirmed by a Patent of Addition
relating to the invention. The above term shall be extended for the period of time elapsed between
the day of filing of the patent application and the day of receipt of the marketing authorisation,
minus five years. However, the term of the patent cannot be extended for more than five years. The
Patent of Addition shall contain the claim relating to the medicinal product for which the marketing
authorisation was duly obtained.

Patent term extension applications must be filed by the patent holder during the patent’s term
of validity and before the expiry of six months from the date of the marketing authorisation or the
date of grant of the patent, whichever is the later.

This suggestion has been forwarded to the relevant body responsible for the collection of
Civil Code amendment proposals.

However, Rospatent has not stopped processing extension applications relating to inventions
concerning medicinal products. At present, such applications are processed under Article 1363.2 CC
RF and Paragraph 10 of the Administrative Regulations.

Rospatent receives around twenty to thirty applications a year requesting extension of patents
relating to inventions concerning medicinal products. Of those, approximately 90% requests are
granted and the patents are extended, while the remaining applications are rejected.

The reasons for rejection can be divided into two groups: rejections due to the failure to
comply with formal requirements and rejections on substantive grounds.

In the first group, rejections are most frequently associated with late filing of the application
or late submission of documents. The law requires filing deadlines as well periods of registration and

patent terms (provided the patent has been maintained) to be strictly observed.





8
The second group consists of rejections based on the determination of compliance with
requirements. The patent term is not extended if the products described in the patent and the product
for which authorisation was granted are not identical: for instance, if the patent describes one agent,
and the product for which authorisation was granted, while displaying the same activity, contains
two agents. Applications are also rejected if the two products do not display identical activity. An
example is the rejection of an extension application submitted for Ladasten on the rounds that the
patent related to an active substance having anxiolytic properties (for use as tranquiliser), while the
marketing authorisation had been granted for its use as an antiasthenic drug (for the relief of
asthenia).
Federal Act No. 4866-1 of 27.04.97, On Appealing against Actions and Decisions Violating
Individual Rights and Freedoms allows patent holders and other interested parties to appeal against

Rospatent decisions to a court of law.
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Combination Products

 Many medicinal products contain a single
active ingredient, eg Serevent® contains
the single active ingredient, salmeterol
xinafoate

o Often they are used as part of combination
treatment of a disease, eg salmeterol +
fluticasone (Flixotide®) in the treatment
and prevention of asthma

e Sometimes, after the established use of
the combination treatment, the active
Ingredients are combined in a single, fixed
dose product, to aid patient compliance, eg
salmeterol + fluticasone = Seretide®

elkingtonzfiferrp
=S - el






Combination Products

e Salmeterol first authorised in UK In
October 1990, for treatment of asthma

* Fluticasone first authorised in the UK In
March 1990, for prevention of asthma

* Used in combination treatment of asthma
from early 1990s; each inhaler used twice
a day

e Combination product developed to improve
patient compliance — no significant
difference in clinical efficacy of
combination product over combination
treatment

e Combination product first authorised Iin
Europe in September 1998
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Combination Products

* All new medicinal products require a
marketing authorisation to permit sale in
Europe

e Each of Serevent® (containing salmeterol
xinafoate as active ingredient), Flixotide®
(containing fluticasone propionate as
active ingredient and Seretide ®
(containing salmeterol xinafoate Iin
combination with fluticasone propionate as
the active ingredients) received MAs

« Each was granted an SPC
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Combination Products

SPC Regulation defines “product” as

“active ingredient or combination of active
iIngredients of a medicinal product”

e Art 3(a) requires that “product” is protected
by a basic patent in force

« Art 3(b) requires valid authorization to
place product on market as medicinal
product

» three separate patents to salmeterol,
fluticasone and the combination of
salmeterol with fluticasone
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Combination Products

SPCs granted on each patent:

« Salmeterol, SPC/GB93/074
Expired October 2005

 Fluticasone, SPC/GB93/075
Expired March 2005

e Salmeterol + Fluticasone, SPC/GB99/016
Expires September 2013

Scope of protection of each SPC
determined by Art 4
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Combination Products

Article 4: Subject matter of protection

“Within the limits of the protection conferred
by the basic patent, the protection conferred
by a certificate shall extend only to the
product covered by the authorization to
place the corresponding medicinal product
on the market and for any use of the product
as a medicinal product that has been
authorized before the expiry of the
certificate”

What does this mean in practice?
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Combination Products

 Salmeterol, fluticasone and the combination
of salmeterol with fluticasone are three
different products

 The SPC for salmeterol cannot prevent the
sale of a medicinal product containing only
fluticasone

 The SPC for fluticasone cannot prevent the
sale of a medicinal product containing only
salmeterol

 The SPC for the combination of salmeterol
with fluticasone cannot prevent the sale of a
medicinal product containing only salmeterol
or a medicinal product containing only
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Combination Products

e But can the SPC for salmeterol or the SPC
for fluticasone prevent the sale of a
medicinal product containing salmeterol in
combination with fluticasone as active
Ingredients?

e« Some argue that an SPC relating to a single
product cannot cover the combination — as
the protection conferred by the SPC extends
only to the product covered by the
authorization to place the corresponding
medicinal product on the market.

« Others argue that the SPC for a single
product covers the combination, but only in
relation to that part of the combination
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Combination Products

Veterinary Combinations

* Frequent need to administer
several active ingredients at
once, eg through “spot on”
formulation

 New active ingredients often
authorised only in
combination with well
established active
Ingredients, rather than as
Individual products
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Combination Products
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Multiple Disease Vaccines

Tend to be combinations of antigens
as active ingredients, for vaccination
against multiple diseases, eg
pertussis, diptheria and tetanus

New antigens added to existing
combinations, to extend disease
cover, but extensive testing required
before authorization

Often new antigens not authorized
separately
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Combination Products
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Multivalent Vaccines

Combinations of antigens as active
iIngredients, for vaccination against
same disease agent or family of
agents

Combinations of antigens give broader
protection against family of disease
agents than single antigens, but no
suggestion of synergy

Often antigens not authorized
separately
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Claims in combination products:

1. Combination claimed as such
— composition comprising salmeterol and fluticasone

2. Combination claimed generically
— composition comprising salmeterol and a corticosteroid

— composition comprising long-acting bronchodilator and a
corticosteroid

3. Combination not claimed, but described in description

4. Combination not claimed, nor described in description

—  Claim just to one component of combination, eg salmeterol or
fluticasone
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UK Case Law:

1. Takeda Chemical Industries Ltd [2003]EWHC 649(Pat)
—  Combination of lansoprazole and two specified antibiotics

2. Gilead Sciences, Inc [2008]EWHC1902 (Pat)

—  Combination of tenofovir and emtricitabine

3. Astellas Pharma Inc [2009] EWHC 1916 (Pat)
—  Combination of emodepside and praziquantel

4. Medeva BV [2010] EWHC 68 (Pat)
— Combined vaccine against pertussis, diptheria and tetanus

5. Georgetown University BL O/401/09 29 Dec 2009

—  Multivalent vaccine against papillomavirus
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Takeda Chemical Industries Ltd

« Three different combinations of lansoprazole and with
two specified antibiotics for use in treatment of H.
pylori

e Two patents

— Lansoprazole per se — no mention of combinations
— Lansoprazole for treatment of H. pylori — no mention of
combinations

 Marketing authorisations referred to concerned only

lansoprazole and use of lansoprazole in combination
treatments of H. pylori with certain antibiotics

«  Components of combination administered separately,
rather than in single, combined formulation
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Takeda Chemical Industries Ltd
Takeda’s argument:

Combination of lansoprazole with antibiotics would
Infringe either of the patents

As such, the combination is protected by a basic
patent which is in force

Accordingly, the conditions of Art. 3(a) are met.

Further, the SPC Regulation specifically contemplates
that “product” may be a combination of active
Ingredients within the definition at Art 1(b), so Art 3(a)
contemplates protection of a combination
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Takeda Chemical Industries Ltd
Patent Office’s Argument:

Patent protects no more and no less than the invention
construed by reference to the claims

Where there is a combination of things, and only one
of these is identifiable with the invention of a patent,
unauthorised use of the combination will result in the
one thing infringing the patent

Nothing in patents disclose or suggest that
lansoprazole could be combined with other active
Ingredients

Therefore neither patent protects the combination
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Takeda Chemical Industries Ltd
Rejecting the applications, Mr Justice Jacob said:

The so-called “combination” of lansoprazole and an
antibiotic would only infringe because of the presence
of the lansoprazole. In truth, the combination is not as
such “protected by a basic patent in force”. What is
protected is only the lansoprazole element of that
combination. It is sleight-of-hand to say that the
combination is protected by the patent. The sleight-of-
hand is exposed when one realises that any patent in
[Takeda’s] sense protects the product of the patent
with anything else in the world. But the patent is not of
course for any such “combination”
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Takeda Chemical Industries Ltd
Art 3(b) point: can a combination treatment be a “product”?

Marketing authorization was for lansoprazole as such,
even though it referred to combinations

There was no authorization for a combination product
— the marketing authorization only permitted the sale of
lanzoprazole and not any of the antibiotics to be used
with lansoprazole in the treatment of H. pylori
Infections.

Argument that separate MAs for lansoprazole and two
antibiotics had to be construed together not addressed
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Gilead Sciences, Inc

Marketing authorization for a medicinal product
containing as active ingredients, tenofovir and another
antiretroviral, emtricitabine.

Gilead sought SPC for “composition containing both
tenofovir disoproxil optionally in the form of a

pharmaceutically acceptable salt, hydrate, tautomer or

solvate thereof, together with emtricitabine”

Patent related to tenofovir

Claim 27: “[tenofovir] ... and optionally other
therapeutic ingredients”

Rejected by patent office on basis of Takeda
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Gilead Sciences, Inc
Arguments developed by Gilead

1.

Takeda is wrong:

If a product infringes a patent claim, then it is protected
by the patent.

There is no dispute that the combination infringes
claim 27

hence Article 3(a) is satisfied

Facts distinguishable from Takeda
Combinations disclosed and claimed

As such, application should have been accepted
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Gilead Sciences, Inc
Arguments developed by Patent Office

Takeda Is correct - not everything that infringes can be
said to be protected as such within the meaning of the
Regulation.

More Is required.

This does not need to amount to the level of support
necessary to allow a claim to the particular
combination the subject of the SPC application

Specification should at least provide “a clear pointer” in
the right direction

That was lacking and so the application had to be
refused.
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Gilead Sciences, Inc
Mr Justice Kitchin: comments on the infingement test

1.

2.

3.

C-392/97: Carlo Erba: scope of protection matter of
national law

s.125 of Patents Act: product is protected by a patent if
It follows within scope of claim

No other provision of domestic law concerned (save
protocol on Art 69)

Monopoly for combination of T+E narrower than T
alone: “in effect, a monopoly for T only when used with
EH

Takeda test would give harsh result if only combination
marketed

elkingtonzfiferrp
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Gilead Sciences, Inc

The harsh result;

“the holder of a patent for a new pharmaceutical may
have chosen to market it only in combination with
another active ingredient and duly secured a marketing
authorisation for the medicinal product containing
those ingredients. In such a case the product would
appear to be the combination of active ingredients
(Article 1(b)) for which authorisation has been obtained
(Article 3(b)). Yet, upon an application of the Takeda
test, it would not be protected by the basic patent and
hence the inventor would be deprived of an opportunity
to secure any SPC at all.”
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Gilead Sciences, Inc: Kitchin’s comments

difficult questions: raise a serious issue as to whether
the decision in Takeda is correct.

merit further consideration by a higher court and
perhaps even the Court of Justice.

ECJ not yet considered how Regulation is to be
Interpreted in the case of a medicinal product
consisting of a combination of active ingredients where
only one is claimed in the basic patent.

May require a development of the reasoning in
Farmitalia.

But in light of conclusion on the second submission
advanced by Gilead, reference not necessary
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Gilead Sciences, Inc: Kitchin’s judgment
Patent Office’s clear pointer test:
« Vague and without basis in the SPC Regulation

 No requirement that a particular ingredient must be
disclosed

PQO’s objection that no significance could be attached to
claim 27

« Validity of patent/claim not an issue in granting an SPC
— but of course can be put at issue later (Art 15(1)(c))

« Aim of Regulation is to provide simple and
straightforward system for the grant of SPC

SPC for E+T allowed — and did not extend to the use of T
of its own or in any other way
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Kitchin's Takeda test:

identify the active ingredients of the product which are
relevant to a consideration of whether the product falls
within the scope of a claim of the basic patent

It is those ingredients, and only those ingredients,
which can be said to be protected within the meaning
of the Regulation.

In the case of a product consisting of a combination of
Ingredients A and B and a basic patent which claims A,
it is only A which brings the combination within the
scope of the monopoly

Hence it is A which is protected and not the
combination of A and B.
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Astellas Pharma Inc [2009]

MA related to an anti-parasitic product for cats,
containing in combination emodepside and
praziquantel (Profender®)

Basic patent claimed and disclosed emodepside, but
neither claims nor discloses praziguantel

Astellas first argued:

a composition claim could be construed to cover a
combination

Judge disagreed; although Profender® infringes such
a claim, protection is as a result only of emodepside
and not to its combination with praziguantel
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Astellas Pharma Inc [2009]
Astellas next argued:

Takeda wrong and that correct test to apply is
Infringement test

Judge not convinced that Takeda is wrong

Agreed that there are arguments in favour of the
Infringement test which did not appear to have been
considered in that case and which merit further
consideration by a higher court and perhaps the ECJ

Not confident that case should be referred
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Astellas Pharma Inc [2009]
Astellas finally argued:

. Where a marketing authorisation is granted for a
combination product, an SPC can be obtained even if
basic patent covers only one of the active ingredients

Basis:

1.  “product” Is defined in Article 1(b) as meaning “the
active ingredient or combination of active ingredients
of a medicinal product”;

2. where a marketing authorization has been granted
for a combination of active ingredients A and B, the
product is the combination and so Article 3(b) is
satisfied;
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Astellas Pharma Inc [2009]
Astellas finally argued (continued):

3.

where basic patent only covers one of the active
Ingredients A, product Is protected by basic patent
within Article 3(a) since scope of claims of the basic
patent will encompass the combination A plus B;

protection conferred by an SPC for the product will
be within the limits of the protection conferred by the
basic patent in accordance with Article 4 because
only the combination will be protected by the SPC i.e.
the protection will be limited to A plus B which is
narrower than A.

Dismissed by Judge as a disguised version of
Infringement test
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Medeva BV

Patent relating to synergistic combination of peractin
and FHA antigens

Claim 2 directed to a vaccine which did not contain B.
pertussis toxin

5 SPC applications, relating to different
multicomponent vaccines against pertussis, diptheria
and tetanus, each containing these two antigens (and
others!)

Each vaccine contained B. pertussis toxin
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Medeva BV

Combination of Active SPC/GB

Ingredients 109/015 109/016 109/017 /09/018 109/019

Marketing Authorisation PL. | 10592/0216 | 06745/0120 | 06745/0121 | 06745/0120 | 10592/0209

Medicinal Product relied Infanrix- Pediacel Repevax Pediacel Infanrix

upon IPV+Hib (DTPa/IPV! | (DTPa/IPV) | (DTPal/IPVI | IPV
(DTPa/lPV! | Hib) Hib) (DTPal/IPV)
Hib)

Marketed by GSK Sanofi Sanofi Sanofi GSK

Current UK use 1° vaccine | 1° vaccine | Booster 1° vaccine | Booster

Expiry of SPC 26.06.12 25.04.15 25.04.15 25.04.16 06.08.11

# of active components for | 9 9 9 2 8

SPC

# of active components in 9 11 9 1 8

al Product

e_lkjngtoné: fife LLP






Combinations

Medicinal Product Pediacel |Repevax | Infanrix | Infanrix-

® ® IPV IPV+Hib
UK Marketing Authorisation PL/ 06745/ 06745/ 10592/ 10592/

0120 0121 0209 0216
Tetanus toxoid v v v v
Diptheria toxoid v v v v
Pertussis toxoid v v v v
Pertussis Filamentous Haemagglutinin v v v v
Pertussis Fimbrial Agglutinogens 2 & v v - -
3"
Pertactin 69kDA v v v v
Poliomyelitis Inactivated virus type 1 v v v v
Poliomyelitis Inactivated virus type 2 v v v v
Poliomyelitis Inactivated virus type 3 v v v v
Haemophilus influenzae type B v - - -
polyribasylribitol phosphate
Haemophilus influenzae type B v - - v
polysaccharide-Tetanus toxoid
cohjugate
Total # of active components 11 9 8 9
* Cnnnted ac 1 comnonent in camhbinatinn
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Medeva BV

Patent Office’s argument:

Approach adopted entirely consistent with a number
of decisions of this court:

. Takeda Chemical Industries Ltd’'s SPC Applications
. Gilead Sciences Inc.’s SPC Application, and
. Astellas Pharma Inc.’s SPC Application

In each of these cases the court was concerned with
a product which comprised a combination of active
iIngredients, not all of which were the subject of the
relevant basic patent.
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Medeva BV

Medeva’'s argument (developed in relation to Infanrix)
1.

Whole Infanrix product comprising nine active
Ingredients is the relevant medicinal product within
meaning of Article.1(a).

Those nine active ingredients together constitute the
relevant product within meaning of Article 1(b).

The Patent protects that product within the meaning
of Article 3(a).

A valid authorisation to place that product on the
market has been granted, so satisfying Article 3(b).
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Medeva BV

Medeva’'s argument (developed in relation to Infanrix)

5. The product has not already been the subject of an
SPC and the marketing authorisation is the first
authorisation to place that product on the market in
the UK because although there have been other
earlier authorisations which included the same
pertussis components in a similar context, those
authorisations were not for the same SPC product
consisting of the particular combination of antigens
the subject of this application. Hence Article 3(c) and
(d) are satisfied.
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Medeva BV

Medeva’'s argument (developed in relation to Infanrix)

. Clear that step 3 (infringement test) presented the
problem

. Argued that vaccines are special case

Two parts to argument:

. First is that a combination vaccine is a medicinal

product which comprises a group of antigens directed
at multiple diseases

. They are, in effect, operating independently and in
parallel.

. Accordingly, the product is indeed protected by the
Patent within the meaning of Article 3(a).
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Medeva BV
Medeva's argument (developed in relation to Infanrix)

The second is that the implementation of the
Invention by Medeva in the form of combination
vaccines directed at multiple diseases has been
driven by national health policy

Unless vaccines are treated as a special case,
Medeva will be deprived of any opportunity to secure
an SPC in respect of any product covered by the
Patent.
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Medeva BV
Court’s response to Medeva’'s argument

First part of argument flawed both in law and in fact

Infanrix vaccine as a whole is the relevant medicinal
product for Art 1(a)

Nine active ingredients of Infanrix are relevant
product for Art 1(b)

Cannot now argue that product is only pertactin and
FHA antigens for purpose of Art.3(a)

“product” must have same meaning in Art. 1(b) and
Art. 3(a)

Combination vaccines involve much more than the
simple mixing of antigens
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Medeva BV
Court’s response to Medeva’'s argument

As far as second part of argument is concerned, the
problem of lack of protection is not unique to
vaccines — cf. Gilead

Therefore no justification for treating them as a
special case

No basis in SPC Reg. for applying different qualifying
criteria to different classes of product

Would result in lack of clarity and uncertainty for third
parties

As such, all Medeva’s SPC applications rejected
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Georgetown University et al

.....

Multivalent vaccine against papillomavirus
8 SPC applications relating to three basic patents

All patents relate to single Human Papillomavirus
recombinant L1 proteins

Active ingredients in a number of vaccines against
Human Papillomavirus (HPV).

Each SPC application related to a single antigen

elkingtonzfiferrp






Combinations

Georgetown University et al

ell

kington
i > bl

anc

Application SFC/GB SPCI/IGE SPCIGE SPC/GB SPCI/GE SPCIGB SPC/GB SPC/GB
07/079 07/073 07/080 07/078 07/071 07/070 07/075 07/0€9
. . . Loyola
Applicant Gen_rg etqwn Geo_rgetqwn Geo_rgett_:wn Geo_rgetc_:wn Geo_rgetqwn Gen_rgett_:wn University of University of
University University University University University University Rochester Chicago
Patent EP 0647140 EP 0647140 EP 0647140 EP 0647140 EF 0647140 EP 0647140 EP 0688227 EF 0809700
Marketing
Authorisation Gardasil Gardasil Gardasil Gardasil Cervarx Cervarx Cervarix Cervarix
"The
: "The "The "The
"The "The "The "The recnrrg?éri‘l:g L recombinant L1 § recombinant L1 § recombinant L1
Definition of recombinant L1 | recombinant L1 | recombinant L1 | recombinant L1 pHuman protein of protein of protein of
Product (from protein of protein of protein of protein of Papillomavirus Human Human Human
form SP1) Human Human Human Human tID e 16 as Papillomavirus § Papillomavirus § Papillomavirus
Papillomavirus | Papillomavirus | Papillomavirus | Papillomavirus ex“:r'essed b type 18 as type 16 as type 18 as
type B" type 11" type 16" type 18" anF:nse ot cel?:' expressed by expressed by expressed by
an insect cell” an insect cell" an insect cell”
Strain of HPYVE
Human HPY 11
papillomavirus HPY1& HPY1E HPV1&
(HPV) covered HPV18 HPY18 HPY18

:fife LLP






Combinations

Georgetown University et al

Medicinal Product Gardasil ' | Silgard Cervarix °

EU Marketing Authorisation EU/ 1/06/357/001- |1/06/358/001- |1/07/419/001-
017 017 009

Human Papilloma Virus type 6 L1 v v

protein '

Human Papilloma Virus type 11 L1 v v

protein

Human Papilloma Virus type 16 L1 v v v

protein

Human Papilloma Virus type 18 L1 v v v

protein

Total # of active components 4 4 2
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Combinations

Georgetown University et al
Applicants’ argument:

1. Authorised product contains a combination of active
Ingredients: various L1 proteins of HPV virus like
particles.

None has been subject of an MA before

Each component of authorised product can be
considered to be effective against a different disease,
eg recombinant L1 protein of HPV16 only provides
protection against HPV16 mediated cervical cancer

elkingtonzfiferrp
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Georgetown University et al
Applicants’ argument:

2. Art 1(b) can be interpreted to allow the product to be
defined as each of the individual active ingredients as
well as the combination of active ingredients

This is the only way to provide the applicant with
adequate effective protection it deserves

3. The single active ingredient, eg the L1 recombinant
protein of HPV16 is presented for treating disease as
part of the authorised product

elkingtonzfiferrp
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Combinations

Georgetown University et al
Applicants’ argument:

4. Disagrees with the interpretation of Art 1(b) set down
In Generics v Daiichi, that where there are two
Ingredients, the “product” is the pair of them

5. Similar vaccine SPCs have been granted in other EU
countries (Austria, France, Italy and Sweden)

= elkingtonzfiferrp
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Combinations

Georgetown University et al
Examiner’'s argument for rejection:
1. Product is defined as a single active ingredient

2. The medicinal product is a combination of active
Ingredients

3. The MA is not valid for placing a single active
Ingredient on the market, but rather the combination of
active ingredients

4. Hence Art 3(b) is not satisfied
5. Consistent with earlier jurisprudence, eg Gilead

= elkingtonzfiferrp
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Other jurisdictions

Denmark (MC): Merck (lisinopril/HCTZ) (Dec 2003)
Spain (Supreme C): Fosinopril/HCTZ (July 2007)
France (CA): Abbott (ritonavir/lopinavir) (Jan 2005)

In last three cases, the patents each mentioned
combinations in the description, but did not claim them

UK granted ritonavir/lopinavir case in June 2005 — but
probably would not do so now

In UK, possibility of amending claim, post grant, to cover
combination — but does this change scope of protection?
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Sweden: AB Hassle’s application [2000]

« Concerned the combination of felodopin and metoprolol
In a single tablet

« Appeal against rejection of application rejected by
Swedish patent appeal court and by Swedish Supreme
court.

Patent Appeal Court:

“the applicant has already sought and obtained
supplementary protection for felodopin. As the right has
just been explained, this means that the patent owner
may during the period of supplementary protection
prevent others from using felodopin where authorisation
as a medicinal product is required.
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Sweden: AB Hassle’s application [2000]
Patent Appeal Court (continued):

“As the combination of felodopin and metoprolol requires
such authorisation the patent owner may thus with the
support of the supplementary protection already granted
prevent the use by others of felodopin in this
combination. From this point of view of patent law the
purpose of the patent owner in the present application is
thus satisfied by the supplementary protection already
obtained.”

« But does the SPC for felodopin prevent the sale of a
combination of felodopin with metoprolol?
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Combinations

Conclusions

« Combination product [A+B] can be subject of an SPC,
even if [A] and [B] already protected by SPCs — they are
different products

o Surely SPC Reg intended to give incentives to develop
new products [A], [B] and [A+B]

« Although combination [A+B] may be specifically claimed,
often only protection can come from patent to [A] or [B]

o Current European interpretation seems to deny SPC
unless combination specifically claimed

« European law is hardly a model to follow!
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QOutline

= “Losartan” — Extension of a SPC

= “Sitagliptin“ - Negative term SPC

= “Escitalopram” — Enantiomers

= “Anti-Helicobacter-Drug” - Composition

= “Ildosulfuron® - Provisional marketing
authorisation
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v' the application of an extension has to be filed to the German Patent
and Trade Mark Office

v' reference to a pending SPC application or granted SPC

Formalities examination
v Application fee

v only the holder or the applicant of an SPC is authorised to apply for
an extension

v terms: The application for an extension can be either filed with the
application for a SPC or in the case of a granted SPC 2 years before
the expiry of the SPC. For the duration of 5 years after the paediatric
regulation has been in force (26.1.2007) the extension can be filed 6
months before the expiry of the granted SPC.





German Patent )
and Trade Mark Office

Necessary proofs at the filing date:

% compliance statement with an agreed completed paediatric
investigation plan,

Art. 36 (1), Regulation (EC) No. 1901/2006, Art. 8 Regulation (EC)
No. 469/2009

% copies of the marketing authorisation of all member states,

Art. 28, 29, 36(3),Regulation (EC) No. 1901/2006, Art. 8,
Regulation (EC) No. 469/2009

% exclusion: orphan drug, one-year extension of the period of the
marketing protection (the authority accepts a self-certification as
proof)






German Patent
and Trade Mark Office

Grant of the extension of a SPC
> If the application meets the requirements, the patent division will grant the
extension of the duration of the SPC.

» In the case the application of an extension is filed with the application of a
SPC, a single decision on both will be made. Otherwise the decision of the

extension will be made separately.

Rejection

> If the application does not meet the requirements, the patent division will
reject the application. The decision of the rejection has to be in written form

and reasoned.

The grant and the rejection shall be published in the patent register and the
Patent Gazette.
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Special appeal. Revocation of the extension

According to Article 15a Regulation (EC) No. 469/2009 and § 49a
German Patent Law the extension could be revoked when being

granted inconsistently to Article 36 of the Regulation (EC)
1901/2006.

Everybody has the right of the revocation. The revocation can be
filed to the German Patent and Trade Mark Office at any time.
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= New medical product — Application for MA — MA

Marketing authorisation (MA)

= New indication for an existing product — application fur
variation (Type |lI) — letter of approval — update of the
product information and sometimes to an amendment to
the MA

= New formulation for an existing product — Application for
MA — MA
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COMMISSION OF THE EUROPEAN COMMUNITIES

Brussels, 22.1.2009
C(2009)488

COMMISSION DECISION
of 22.1.2009

concerning, in the framework of Article 29 of Regulation (EC) No 1901/2006 of the
European Parliament and of the Council, the marketing authorisation of "Cozaar and
associated names", medicinal products for human use which contain the active
substance "losartan potassium"
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CONMMISSION DECISION
of 22.1.2009

concerning, in the framework of Article 29 of Regulation (EC) No 1901/2006 of the
FEuropean Parliament and of the Council, the marketing authorisation of "Cozaar and
associated names", medicinal products for human use which contain the active
substance ""losartan potassium"'

(Text with EEA relevance)

THE COMMISSION OF THE EUROPEAN COMMUNITIES,

Having regard to the Treaty establishing the European Community,

Having regard to Directive 2001/83/EC of the European Parliament and of the Council of
6 November 2001 on the Community code relating to medicinal products for human use', and
in particular Articles 32, 33 and 34 thereof,

Having regard to Regulation EC (WNo) 1901/2006 of the Europecan Parliament and of the

Council of 12 December 2006 on medicinal products for paediatric use and amending
Regulation (EEC) No 1768/92, Directive 2001/20/EC, Directive 2001/83/EC and Regulation

(EC) No 726/20047, and in particular Article 29 thereof,

Having regard to the application submitted by Merck Sharp & Dohme BVd on 23 May 2008
under Article 29 of Regulation (EC) No 1901/2006,

Having regard to the opinion of the European Medicines Agency, formulated on 23 October
2008 by the Committee for Medicinal Products for Human Use, whose opinion was requested

on 27 May 2008,

Whereas:

(1) Medicinal products for human use authorised by the Member States must meet the
requirements of Directive 2001 /83/EC.

) By decision P/9/2008, the EMEA agreed to the Paediatric Investigation Plan (PIP) for
"Cozaar and associated names", medicinal products for human use which contain the

active substance "losartan potassium''.
It has been verified that the application includes the results of all studies performed
and details of all information collected in compliance with the agreed paediatric

investigation plan.

OJI.311,28.11.2001, p. 67.
OJ L 378, 27.12.2006, p-1
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Therefore the application complies with the requirements laid down in point (a) of
Article 7(1) of Regulation (EC) No 1901/2006.

Following the submission of an application for a new pharmaceutical form associated
with a new strength for the medicinal products referred to in Annex I, the matter has
been forwarded for the scientific assessment to the Committee for Medicinal Products

for Human Use.

(6) The scientific assessment by the Committee shows that a decision should be taken
amending the marketing authorisations for the medicinal products concerned.

7 The measures provided for in this Decision are in accordance with the opinion of the
Standing Committee on Medicinal Products for Human Use,

HAS ADOPTED THIS DECISION:

Article 1

The Member States concerned shall amend national marketing authorisations for the
medicinal products referred to in Annex 1, with a view to authorise the requested

pharmaceutical form associated with a new strength.

Article 2
The national marketing authorisations referred to in Article 1 shall be based on the summary
of the product characteristics, the labelling and the package leaflet set out in Annex II and, in
accordance with Article 32 of Directive 2001/83/EC shall be subject to the conditions set out
in Annex III to this Decision.

Article 3

This Decision is addressed to the Member States.

Done at Brussels, 22.1.2009
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Bundesinstitut filr Arzneimittel
und Medizinprodulkte

— BIAM « Kurt-Geoeg eseger Alee 3 « O-S1175 Senn
Postzustellungsurkunde

Arzneimitielname:
LORZAAR 2,5 mg/ml Puhver und Losungsmittel
zur Herstellung einer Suspension zum Einnehmen

Sehr geehrte Damen und Harmren,

auf lhren Antrag haben wir lhnen die Zulassung fir das vorbezeichnete Arzneimittel, wie aus
dem beiliegenden Zulassungsbescheid ersichtiich, erteilt.

Die Zulassung erfolgt im Anschluss der Entscheidung der Kommission Ober die Zulassung des
Arzneimittels im Rahmen von Artikel 28 der Verordnung (EG) Nr. 1801/2008 des Europaischen
Parlaments und des Rates.

Die fior Sie zustindige Landesgesundheitsbehdrde ist von unserer Entscheidung unterrichtet
worden.

Auf die Verpflichtung zur Anzeige oder Neuzulassung geman § 29 AMG weisan wir hin.

it freundiichen GroBen
Im Auftrag
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European Medicines Agency
Pre-authorisation Evaluation of Medicines for Human Use

London, 6 February 2009
Doc. Ref.: EMEA/78889/2009

Compliance check with the Paediatric Investigation Plan and/or a Waiver adopted under Article
23(2) of Regulation (EC) No. 1901/2006, as amended, for losartan potassium (Cozaar)
EMEA-C-000008-PIPO1-07

Dear I

In accordance with Article 23(2) of Regulation (EC) No 1901/2006, as amended, please find enclosed
the certified true copy of the PDCO Opinion on compliance for losartan potassium (Cozaar), in
hypertension, proteinuria and heart failure together with the Committee’s Compliance Report. This
opinion was adopted on 6 February 2009 by the Paediatric Committee.

These documents are being sent to you by surface mail and Eudralink.

Should you have any queries on the enclosed, please do not hesitate to contact the Paediatric
Coordinator for this procedure, Cecile Ollivier, tel.: +44 2074188687, e-mail:

Cecile.Ollivier@emea.curopa.cu

Yours sincerely,
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European Medicines Agency
Pre-authorisation Evaluation of Medicines for Human Use

Doc. Ref. EMEA/PDCO/34069/2009
EMEA-C-000008-PIP01-07

POSITIVE OPINION' OF THE PAEDIATRIC COMMITTEE
ON COMPLIANCE WITH A PAEDIATRIC INVESTIGATION PLAN FOR

Scope of the compliance application

PIP decision number: P/9/2008 dated 29 February 2008

Active substance:
Losartan potassium

Invented name:
Cozaar and associated names

Condition(s):

Hypertension
Proteinuria
Heart failure

Pharmaceutical form(s):
Film coated tablets
Age appropriate, commercial, liquid formulation

Route(s) of a inistration:
Oral use

Name/corporate name of the applicant:

Merck, Sharp & Dohme (Europe) Inc

Information about the authorised medicinal product: See Annex 11

Basis for opinion

Pursuant to Article 23(2) of Regulation (EC) No 1901/2006, as amended, Merck, Sharp & Dohme
(Europe) Inc submitted, to the Paediatric Committee on 19 November 2008, a request for verification
of compliance with the agreed paediatric investigation plan for the above mentioned medicinal

product.

The procedure started on 11 December 2008.
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Opinion

The Paediatric Committce, having reviewed the data submitted in accordance with Article 23 of
Regulation (EC) No 1901/2006, is of the opinion, as set out in the appended compliance report, that
the measures are in compliance with the agreed above mentioned paediatric investigation plan and
that the agreed timelines have been respected accordingly.

The Norwegian Paediatric Committee member agrees with the above-mentioned recommendation of
the Paediatric Committee.

This opinion is forwarded to the applicant and the EMEA, together with its annex and appendix(ces).

London, 6 February 2009
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BEALY]

Bundesinstitut fiir Arzneimittel /' {5 7 |

und Medizinprodukte

« Kun-Georg-Kiesinger-Allee 3 « D-53175 Bonn

Postanschrift:
Kurt-Georg-Kiesinger-Allee 3
D-53175 Bonn
http:/Awww.biarm.de

Telefon: (01888)-307 -C

R sy (0228) 207 - 30
Telefax: {01888) - 307 - 5207
(0228) 207 - 5207

’ 24 Ap!' il 2009 e-mail: poststelle@bfarm.de

[Zu!assung
L =

Ihre Zeichen und Nachricht vom Gesch.Z.: Bitle bei Antwort angeben Telefon: (01888) 307 - Bonn

03.12.2008 31.04-NL/H/1457/001-003/11/002 - 3887 21.04.2009

LORZAAR START 12,5 mg Filmtabletten, Zul.-Nr. 41542.00.00, ENR. 2141542
LORZAAR PROTECT 50 mg Filmtabletten, Zul.-Nr. 41546.01.00, ENR. 2141547
LORZAAR PROTECT 100 mg Filmtabletten, Zul.-Nr. 41546.02.00, ENR. 2152619

Anderungsantrige (Typ Il) gem. Commission Regulation (EC) No 1084/2003 vom
03.12.2008 (NL/H/1457/001-003/11/002)

Sehr geehrte Damen und Herren,

wir beziehen uns auf die 0. a. Anderungen vom Typ Il und teilen Ihnen mit, dass den
Anderungen gem. Art. 6 (approval procedure) der Commission Regulation (EC) No
1084/2003 mit Wirkung zum 06.04.2008 zugestimmt wird.

Die fur lhre Firma zustandige Landesbehorde wurde informiert.

Mit freundlichen GriiRen
Im Auftrag

Y5
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Bundesinstitut fir Arzneimittel
und Medizinprodukte e

—

BIATM » Kurnt-Georg-Kiesinger-Allee 3« D-53175 Sonn
Postanschrift:
Kurt-Georg-Kiesinger-Allee 3
D-53175 Bonn
http/rwww.biarm.de

L O TTE | Telefon:  (0228) 207-30
(0228) 89307-0

! Zu [a R -
= ! Telefax:  (0228) 207-5207
e (0228) 99307-5207

e-mail: poststelle@bfarmn.de

L .
Bonn 2 9 APR. 2883

Ihre Zeichen und Nachricht vom Gesch.Z.: Bite bei Antwort angeban (0228) 99307 -

31.22-

41542.00.00
41546.01.00
41546.02.00

Anderung der Zulassungsbescheide vom

hier:
Arzneimittelbezeichnung, Darreichungsform  Zul.-Nr. Datum der Zulassung
LORZAAR START 12,5 mg Filmtabletten 41542.00.00 03.04.1998
LORZAAR PROTECT 50 mg Filmtabletten 41546.01.00 03.04.1998
LORZAAR PROTECT 100 mg Filmtabletten 41546.02.00 12.03.2003

Sehr geehrte Damen und Herren,

in vorbezeichneter Angelegenheit ergeht folgender

Anderungsbescheid:

Die o.g. Zulassungsbescheide werden durch die Anlage:
«Erklarung der Ubereinstimmung des Antrags mit dem gebilligten und ausgefuhrten padi-

atrischen Prifkonzepts gemaR Artikel 28 (3) und 45 (3) der Verordnung (EG)
Nr. 1901/2006 des Europaischen Parilaments und des Rates vom 12. Dezember Z006
Uber Kinderarzneimittel und zur Anderung der Verordnung (EWG) Nr. 1768/92, der Richt-
linien 2001/20/EG und 2001/83/EG sowie der Verordnung (EG) Nr. 726/2004"

erganzt.
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“Sitagliptin® - Negative term SPC

Background
= Basic patent: EP 1412 357 (DE 602 10 093),
“Beta-amino tetrahydroimidazo(1,2-a)pyrazines and

tetrahydrotriazolo(4,3-a)pyrazines as dipeptidyl peptidase
inhibitors for the treatment or prevention of diabetes*

» Filing date of the basic patent: 5.07.2002
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“Sitagliptin® - Negative term SPC

» Marketing authorisation: 21.03.2007 “Januvia“
(active ingredient= Sitagliptin phosphate monohydrate)

» Filing date of the SPC-application: 14.09.2007

“Sitagliptin or a pharmaceutical acceptable salt thereof, in particular Sitagliptin
phosphate monohydrate®
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3 07 2002
21 03 2007
16 8 4

5

-14 -3 0
5

? ? ?
? ? ?
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Formal requirements Art. 7 to 9 (EC) No. 469/2009

— are fulfiled

Substantive requirements Art. 3 (EC) No. 469/2009

a)
b)

The product is protected by a basic patent in force;

A valid authorisation to place the product on the market as
medicinal product

The product has not already been the subject matter of a
ceritifcate.

The authorisation referred to in point (b) is the first
authorisation to place the product on the market as medicinal
product.





German Patent )
and Trade Mark Office

Calculation of the term Art. 13 (EC) No. 469/2009

The certificate shall take effect at the end of the lawful term of
the basic patent for a period equal to the period which the
application for a basic patent was lodged and the date of the
first authorisation to place the product on the market in the
Community , reduced by a period of five years.

Notwithstanding paragraph 1, the duration of the certificate
may not exceed five years form the date on which it takes
effect.
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The duration of the protection granted by the certificate should be
such as to provide adequate effective protection. For this purpose,
the holder of both a patent and a certificate should be able to enjoy
an overall maximum of 15 years of exclusivity from the time the
medicinal product in question first obtains authorisation to be
placed on the market in the Community.

= Recital 9 (EC) No. 469/2009





German Patent
and Trade Mark Office

= Recitals 26 and 27 EC 1901/2006

(26) For products falling within the scope of the requirement to submit
paediatric data, if all the measures included in the agreed paediatric
investigation plan (=PIP) are complied with, if the product is authorised in
all Member States and if relevant information on the results of studies is
included in product information, a reward should be granted in the form of a
6-month extension of the supplementary protection certificate....

(27) An application for an extension of the duration of the certificate
pursuant to this Regulation should only be admissible where a certificate is
granted...
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= Art. 36 EC 1901/2006

1. Where an application under Art. 7 or 8 includes the results of all
studies conducted in compliance with an agreed paediatric
investigation plan, the holder of the patent or supplementary

protection certificate shall be entitled to a six-month extension of the
period ...
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= Solutions — , Sitagliptin®:

- Grant of negative term SPC (e.g. UK, NL, BG)
- Grant of zero term SPC (e.g. GR)
- Rejection of application (e.g. DE, EST, SLO)
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“Sitagliptin® - Negative term SPC

Federal Patent Court (BPatG)
- 15 W (pat) 36/08 -

BPatG refers the case to the EuropeaSOC138urt of Justice (ECJ) on 28 January

asking whether the grant of an SPC is possible,

if the period between the filing date of the basic patent and the first marketing
authorisation is

less than five years.
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. Escitalopram® - Enantiomers
Federal Court of Justice 2009, Xa ZR 130/07

Technical Background

Enantiomers

Are species of a compound that have the same molecular formula but the
atoms differ in their arrangement in space. In particular where a
compound has a carbon atom which is bonded to four different atoms
this results in two ,stereocisomers” which are non-superimposable — right
and left hands.

These may be designated R or S depending on their arrangement in space
or (+) or (-) depending on whether the particular enantiomer rotates a plane
of light to the right (+) or left (-). There is no correlation between R and S
and (+) and (-).
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, Escitalopram®

Racemate

In nature (including the human body) compounds frequently exist in one
enantiomeric form. However, when synthesised for the first time the
enantiomers will exist as an intimate mixture of the two known as racemate.

Properties

The physical properties of enantiomers (boiling point, solubility etc) are
identical and therefore they cannot be separated by common means such
as distillation. Certain special techniques have been developed to separate
enantiomers but ist is impossible to say in advance which will work or even
if any will work.

Whilst the physical properties are the same the pharmacological properties
of the separate enantiomers may be very different but it is impossible to
predict how and to what extent they will differ until the isolated compounds
are made and tested. They may differ in effectiveness but also in
toxicity.
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, Escitalopram®

= Regulatory History

In the late 1980's the regulatory authorities in U.S. and Japan
became aware of enantiomers and in the early 1990°S regulations
were made in US, Japan and in the EU which required racemates
to be separated and tested as part of the regulatory process to
approve a racemate. In addition in the late 1980s a number of
companies specialising in stereochemistry were set up.
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1. (#)-1-(3-dimethylaminopropyl)-1-(4fluorophenyl)-1,3-dihydroisobenzofuran-5-carbonitrile  having  the
general formula

CH,CH,CHN (CHy),

and non-toxic acid addition salts thereof.
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The pamoic acid addition salt of the compound of claim 1.

A pharmaceutical composition in unit dosage form comprising as an active ingredient, a compound as
defined in claim 1.

A pharmaceutical composition in unit dosage form comprising, as an active ingredient, the compound
of claim 2.

A pharmaceutical composition in unit dosage form, according to claim 3 or 4, wherein the active
ingredient is present in an amount from 0.1 to 100 milligram per unit dose.

A method for the preparation of a compound as defined in claim 1, which comprises, converting (-)-4-
[4-(dimethylamino)-1-(4'-fluorophenyl)-1-hydroxy-1-butyl}-3-(hydroxymethyl) benzonitrile or a monoester
thereof in a stereoselective way to (+)-1-(3-dimethylaminopropyl)-1-(4'-fluorocphenyl)-1,3-
dihydroisobenzofuran-5-carbonitrile which is isolated as such or as a non-toxic acid addition salt
thereof.

(-)-Enantiomer of the compound 4-[4-(dimethylamino)-1-(4'-fluorophenyl)-1-hydroxy-1-butyl]-3-(hydrox-
ymethyl)-benzonitrile or an ester of said (-) enantiomer, which ester has the general formula

NC CH,OR

- OH
C~
CHzC“!zCHzN{CH 3)2

wherein R is a labile ester group.
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The prior art comprised two earlier patents disclosing citalopram (=

the racemate) and a process for making the citalopram. There was
no explicit disclosure of the enantiomers or even that citalopram was
a racemate but is was agreed that a chemist would know this.

Facts

A publication which implies that there have to be enantiomers of a
chemical compound, generally does not disclose the enantiomers
themselves directly and unambiguously, if the publication does not
enable the skilled person in the art to produce the enantiomers
without further ado.
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, Escitalopram®

Marketing authorisation

Federal Institute for Drugs and Medical Devices, Germany
55880.00.00 55884.00.00 55888.00.00

55880.01.00 55884.01.00 55888.01.00

55880.02.00 55884.02.00 55888.02.00

55880.03.00 55884.03.00 55888.03.00

Granted : 8.04.2003
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, Escitalopram®

According to Artikel 3 (d) of the Requlation (EC) No. 469/2009:

A SPC shall be granted if, in the Member State in which the
application referred to Article 7 is submitted at the date of that
application the authorisation referred to in point (b) is the first

authorisation to place the product on the market as a medicinal
product.
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, Escitalopram®

According to Article 1 (b) of the Requlation (EC) No. 469/2009:

,Product’ means the active ingredient or combination of active
ingredients of a medicinal product.
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In the absence of any definition of the concept of ‘active ingredient’

of a medicinal product in Regulation No 469/2009 concerning the
creation of a supplementary protection certificate for medicinal
products, the meaning and scope of those terms must be
determined by considering the general context in which they are
used and their usual meaning in everyday language (see
,Polifeprosan® C-431/04).

, Escitalopram®
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, Escitalopram®

The product “Escitalopram or non-toxic acid addition salts thereof,
including Escitalopram oxalate® protected by the SPC is a different
product as ‘Citalopram’, which has been the subject matter of a

previous marketing authorisation in the meaning of Article 3(b) of the
Council Regulation.
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, Escitalopram®

2003 1.08.2003
Marketing authorisations SPC application for
for Escitalopram Escitalopram oxalate

(= S-enantiomer) ‘

1996
Marketing authorisation
for Citalopram
(= racemate)
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, Escitalopram®

According to the Court of Justice of the European Union,
(“Chloridazon®, C-258/99, 2001):

Two products which differ only in the proportion of the active

chemical compound to the impurity they contain, one having a
greater percentage of the impurity than the other, must be regarded

as the same product within the meaning of Article 3 of Regulation
No 1610/96.
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In the case ,Doxorubicin-sulfate” were two derivates — Doxorubicin
hydrochloride and Doxorubicin sulfate- of the same active ingredient
were concerced. The medicinal effect of both salts is caused by
Doxorubicin. Therefore the active ingredient of both marketing
authorisation are identical.

In present case escitalopram and citalopram are assumed to be two
different active ingredients.

, Escitalopram®
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, Escitalopram®

Federal Court of Justice 2009, Xa ZR 130/07

,A marketing authorisation for a medical product, which
has as active ingredient a chemical compound in
form of a racemate, is not prejudicial to a grant of a
SPC for a medicinal product, which contains as active
Ingredient an enantiomer of this compound and which
IS the subject matter of the later marketing authorisation
as well as of an independent patent.”






German Patent )
and Trade Mark Office

“Anti-Helicobacter-Drug” - Composition

= Basic Patent; EP 0 544 760 B1

Claim 1:

A pharmaceutical composition comprising a
helicobacter-inhibiting anti-microbial agent

and

a compound of formula (I): 5-Difluoromethoxy-2-[(3,4-
dimethoxy-2-pyridyl)-methylsulfinyl]-benzimidazole
or a pharmaceutically acceptable salt thereof,

and a pharmaceutically acceptable carrier.
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“*Anti-Helicobacter-Drug”

= SPC-Application:

Pantoprazole or a pharmaceutically acceptable salt thereof,
in combination with

Clarithromycin and Metronidazole, or
Amoxicillin and Metronidazole.
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“Anti-Helicobacter-Drug”
Federal Court of Justice, X ZB 1/08, 2008

No SPC for a combination of substances

» if the authorisation for placing a drug on the
market concerns only one single substance

» even In case the basic patent protects the
combination of substances.
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Provisional marketing authorisation -
“lodosulfuron”

Background
Basic Patent: EP 0574 418 12.2.1992
(DE 592 09 557.6)
,Aryl sulphonyl urea compounds, a method
of preparing them, and their use as
herbicides and growth regulators®
Marketing authorisation: 4727-00 ,Husar” 9.3.2000

,<ldosulfuron-methyl-sodium salt”
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“Ildosulfuron®

Marketing authorisation:

» 9.3.2000 — 8.3.2003 provisional authorisation,

§ 15¢ PflISchG (means: Law for the protection of crop); Art. 8, para
1, Directive 91/414/EEC

» 9.3.2003 - 21.5.2005 extended provisional authorisation

§ 15¢ PflISchG (means: Law for the protection of crop); Art. 8, para
1, sentence 4, Directive 91/414/EEC
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Article 3 Regulation EC 1610/96

Conditions for obtaining a certificate

1. A certificate shall be granted if, in the Member State in which the
application referred to in Article 7 is submitted, at the date of that
application:

(a) the product is protected by a basic patent in force;

(b) a valid authorization to place the product on the market as a
plant protection product has been granted in accordance with
Article 4 of Directive 91/414/EEC or an equivalent provision of
national law;

(c) the product has not already been the subject of a certificate;

(d) the authorization referred to in (b) is the first authorization to place
the product on the market as a plant protection product.
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Article 13 Regulation EC 1610/96
Duration of the certificate

1. The certificate shall take effect at the end of the lawful term of the
basic patent for a period equal to the period which elapsed between
the date on which the application for a basic patent was lodged and
the date of the first authorization to place the product on the market
in the Community, reduced by a period of five years.

2. Notwithstanding paragraph 1, the duration of the certificate may not
exceed five years from the date on which it takes effect.

3. For the purposes of calculating the duration of the certificate,
account shall be taken of a provisional first marketing
authorization only if it is directly followed by a definitive
authorization concerning the same product.
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“Idosulfuron® — Provisional marketing
authorisation

Federal Patent Court (BPatG)
- 3 Ni 16/08 -

BPatG refers the case to the European Court of Justice (ECJ) on 29 April 2009

asking whether the grant of an SPC is possible,

if a marketing authorisation according to Art. 8 para. 1 instead of Art. 4 of the
Directive 91/414/EC suits Article 3, para. 1, b) of the Regulation 1610/96.
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SPC for Biotech Products

o Important pharma blockbuster drugs are small molecules:

Lipitor, Atorvastatin (Pfizer) — substituted pyrole
Plavix, Clopidogrel (Sanofi) — dihydrothienopyridine
Losec Omeprazol (Astra) — benzoimidazole

e« Some important drugs are biotech products:

Lantus, Insulin Glargine (Sanofi) — Protein, 6.063 u, approval 2000
Xigris, Drotrecogin (Lilly) — Protein, 55.000 u, approval 2002

ISENBRUCK | BOSL | HORSCHLER | WICHMANN LLP © Dr. Markus Jacobi 2/16
Moscow, March 23, 2010





Particular Hurdles for Biotech Products
Methods of production are often complex (gene technology,
fermentation, harvesting, purification)

Genetic engineering requires governmental approval
Purity and stability issues with proteins

Cost and reimbursement issues

In Germany 137 approved drugs are on the market based on
gene-technology products

ISENBRUCK | BOSL | HORSCHLER | WICHMANN LLP © Dr. Markus Jacobi
Moscow, March 23, 2010
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Example: Treatment of Diabetes

Diabetes is a condition in which a person has a high blood sugar
level as a result of the body either not producing enough insulin or
because body cells do not properly respond to insulin. Insulin is a
hormone produced in the pancreas which enables the body cells
to absorb glucose.

Diabetes has been known for more than 3500 years. It can be
treated by several oral drug compounds. Since 1922, diabetes is
mostly treated by injection of insulin.

Since 1936, pure insulin is produced in Frankfurt, Germany.

Insuline Glargine (Lantus) is marketed by Sanofi-Aventis and is a
long-acting insulin analogue, given once daily to help control the
blood sugar level.

ISENBRUCK | BOSL | HORSCHLER | WICHMANN LLP © Dr. Markus Jacobi
Moscow, March 23, 2010
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From Microorganism to Drug Compound

Promotor Terminator

Trans-
lation

ISENBRUCK | BOSL | HORSCHLER | WICHMANN LLP © Dr. Markus Jacobi
Patentanwailte Moscow, March 23, 2010






Specific IP for Insulins

Compound patents directed to proteins
Specific DNA patents

Process of productions patents
Medical use patents

Device patents

Dosage regime patents (G 02/08)

ISENBRUCK | BOSL | HORSCHLER | WICHMANN LLP

© Dr. Markus Jacobi
Moscow, March 23, 2010
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Europdisches Patentamt
0 European Patent Office

Office européen des brevets

Lantus-Patent
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(@ Verstientichungsnummer: 0 368 187 B1

EUROPAISCHE PATENTSCHRIFT

Verfffentlichungstag der Patsntschrift: 01.09.93
Anmeldenummer: 88120462.0

Anmeldetag: 06.11.89

Die Akte enthdlt technische Angaben, die nach

dem Eingang der Anmeldung eingereicht wurden
und die nicht in dieser Patentschrift enthalten sind.

@ Int. c15: COTK 15/00, A61K 37/02

() Benannte Vertragsstaaten:
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SCHAFT
Veréfientlichungstag der Anmeldung: 5
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SPC for Insulin Glargine

Example of biotech product Lantus:
e Insulin Glargine Sales in 2008 > 2.4 Billion €

A-chain
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B-chain P
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L GL
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e Lantus product patent EP-0368187, filed 06.11.1989

o EMEA-approval on 06.09.2000

e SPC (DE 58905456) from 07.11.2009 to 06.11.2014

o Pediatric SPC filed

e Return on investment used for further biotech research

ISENBRUCK | BOSL | HORSCHLER | WICHMANN LLP © Dr. Markus Jacobi

Moscow, March 23, 2010
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Example: Treatment of Sepsis

Sepsis is a serious medical condition that is characterized by a
whole-body inflammatory state and the presence of an infection.
The body may develop this inflammatory response e.g. to
microbes in the blood, urine or other tissues

For the treatment of sepsis, several drugs have been used for
decades, but mortality is high

For severe cases, only one protein is approved in Germany,
Drotrecogin alpha (Xigris)

Drotrecogin alpha (marketed by Eli Lilly since 2002) is a
recombinant form of human activated protein C which has anti-
Inflammatory and profibrinolytic properties. Drotrecogin belongs to
the class of serine proteases. It is used via injection in intensive
care medicine for severe sepsis.

ISENBRUCK | BOSL | HORSCHLER | WICHMANN LLP © Dr. Markus Jacobi 9/16
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Example: Treatment of Sepsis

Xigris basic patents:

. EP-B 191 606 (Lilly) filed 06.02.1986
. US 4,775,624 (Lilly) filed 08.02.1985

e Patent Term extension obtained

ISENBRUCK | BOSL | HORSCHLER | WICHMANN LLP © Dr. Markus Jacobi 10/16
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EU Pediatric Regulation 1901/2006

Regulation aims to facilitate development of pediatric products
Regulation in force since January 2007

Combines development of pediatric data with reward

Pediatric Investigation Plan (PIP) covering all age groups

Pediatric Committee (PDCO) comprises members assigned by EU
states health professional representatives

PDCO assesses PIP/decides on waivers and gives advice
Reward of six months exclusivity by SPC prolongation
To be filed with national Patent Office

SPC with negative term possible

ISENBRUCK | BOSL | HORSCHLER | WICHMANN LLP © Dr. Markus Jacobi
Moscow, March 23, 2010
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Example of Pediatric SPC

Du-Pont/Merck “Losartan” (angiotensin receptor antagonist)

EP-A 0 255 310 filed 09.07.1987
EP-B 0 253 310 granted 26.10.1994

SPC-DE 19675001 granted 10.10.2002
expiry 02.09.2009

Pediatric-SPC filed 27.02.2009
Pediatric-SPC granted 12.08.2009
expiry 02.03.2010

ISENBRUCK | BOSL | HORSCHLER | WICHMANN LLP © Dr. Markus Jacobi 12/16
Moscow, March 23, 2010





Medical Devices and Life-Cycle-Management

Product patents often expire early

Process patents can be bypassed

Medical use patents often invalidated

Medical devices and formulations useful for marketing
Medical device patents easy to obtain

Additional design protection for 25 years

ISENBRUCK | BOSL | HORSCHLER | WICHMANN LLP © Dr. Markus Jacobi 13/16
Moscow, March 23, 2010





SPC for Formulations and Devices?

SPC for special formulations are often rejected by
Patent Offices in the various EU countries

SPC Regulation Recitals 8 and 9 request:

a) adequate effective protection
b) maximum of 15 years’ protection
C) scope of protection strictly confined to

product which obtained Authorization

In some countries SPC were granted for
medical devices but mostly they are rejected

ECJ decision (C-431/04) of May 4, 2006 rejected SPC for
Carmustin + Prolifeprosan.

ISENBRUCK | BOSL | HORSCHLER | WICHMANN LLP © Dr. Markus Jacobi 14/16
Moscow, March 23, 2010





Prolifeprosan Case

SPC for Combination of Carmustin + Prolifeprosan rejected by DE-
Patent Office because product no combination of pharmaceutical
active ingredients

Basic patent claims:

“A high molecular weight polyanhydride prepared by polycondensation of dicarboxylic acids,
the polyanhydride having a weight average molecular weight of greater than 20,000.

A composition comprising a matrix of a high molecular weight polyanhydride and a
biologically active substance.”

Marketing authorization covers an implant with Carmustin as active
iIngredient + Prolifeprosan as other ingredient

BPatG, BGH and ECJ confirmed that a single pharmaceutically active
iIngredient in combination with a further, not pharmaceutically active
substance is not a combination according to Art 1b EEC

ISENBRUCK | BOSL | HORSCHLER | WICHMANN LLP © Dr. Markus Jacobi 15/16
Moscow, March 23, 2010
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Why SPCs?

New medical and plant protection products pass often along
and costly authorisation procedure

= Low return of investment for those basic patents

= This lack is compensated by the creation of the SPC (means:
Supplementary Protection Certificate).
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. fS_Iiné;e 1993 nearly 1000 applications for a SPC were
iled.

Statistic

= 540 granted SPCs and 71 rejections

= More than 75 belong to applications for biochemical
products

= 3 applications for an extension of a SPC; 2 of them were
granted in 2009
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Application for a SPC

Application for an extension of a SPC

-the application is filed with the application of the SPC
-the application is filed after the filing of the SPC
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Legal basis:

SPCs:
v" Regulation (EC) No. 469/2009 — medical products

v" Regulation (EC) No. 1610/96 — plant protection products

Marketing authorisation

v Directive 2001/82/EC — veterinary medical products
v Directive 2001/83/EC — medical products for human use

v" Regulation (EC) No. 726/2004 — procedure for the authorisation and

supervision of medical products for human and veterinary use
v' Directive 91/414/ECC — plant protection products

" Implemented in German Patent Law §§ 16a, 49a
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Publication

Notes concerning SPCs e.g. application, application for
an extension (paediatric use), grant, rejection,
revocation, correction and nullity are published in the
“Patentblatt (Teil 7)” (means: Patent Gazette (part 7))
and in the patent register.
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Publication

The notification contains at least the following information:

— name and address of the holder of the SPC,

— entitlement of the SPC

— the number of the basic patent

— the title of the invention

— the number and date of the marketing authorisation in Germany

— where relevant, the number and date of the first marketing
authorisation in the Community

— the duration of the certificate (if granted)
— optionally: the duration of the extension





Ann.,

Erteil.,

Medicinal products

7a) Anmeldungen, Erteilungen,
zuriickgewiesene Anmeldungen
fur Arzneimittel

7a)1 Zertifikatsanmeldungen

(21) 12 2009 000 024.9
(68) 692 31 798.8

(51) CO7D 233/90 (2006.01)

(54) 1-Biphenylimidazolderivate, Verfahren
zu deren Herstellung und deren
therapeutische Anwendung

(71) Daiichi Sankyo Co. Ltd., 3-5-1 Nihonbashi
Honcho, Chuo-ku, Tokyo, JP

(92) Bundesinstitut fur Arzneimittel und
Medizinprodukte

(92) 70001.00.00 07.11.2008
F0002.00.00 07.11.2008
70003.00.00 07.11.2008
70063.00.00 O7.11.2008
70064.00.00 O07.11.2008
70065.00.00 07.11.2008

(95) Kombination von Olmesartanmedoxomil,
gegebenenfalls in der Form eines
pharmazeutisch geeigneten Salzes, und
Amlodipinbesylat

(93) EU/EVVR:Niederlande
RWVG 100984 19.08.2008
RWVG 100986 19.08.2008
RWVG 100987 19.08.2008
RWVG 100989 19.08.2008
RWG 100990 19.08.2008
RWVG 100991 19.08.2008

(21) 12 2009 000 033.8
(68) 698 33 751.4

(51) CO7K 7/23 (2006.01)

(54) IN POSITION 5 UND 6 MODIFIZIERTE
GONADOTROPIN FREISETZENDES
HORMON (GNRH)-ANTAGONISTEN

(71) Ferring B.V., Polaris Avenue 144, 2132 JX
Hoofddorp, NL

(92) EEC-Verordnung

(92) EW/1/08/504/001 17.02.2009
EU/1/08/504/002 17.02.2009

(95) Degarelix, ggf. in Form eines
pharmazeutisch annehmbaren Salzes
davon, wie dem Acetat

(21) 12 2009 000 018.4
(68) 699 39 705.7

(51) CT12N 9/24 (2006.01)

(54) BEHANDLUNG DER POMPESCHEN
KRANKHEIT

(71) Genzyme Corp., 500 Kendall Street,
Cambridge, Mass. 02142, US

(92) EEC-Verordnung

(92) EU/1/06/333/001 29.03.2006
EuU/1/06/333/002 29.03.2006
EU/1/06/333/003 29.03.2006

(95) Alglucosidase alfa

(21) 12 2009 000 025.7
(68) 601 38 711.2

(51) C712N 15/13 (2006.01)

(54) ANTIKORPER GEGEN IL-12,
ZUSAMMENSETZUNGEN, VERFAHREN
UND VERWENDUNGEN

(V1) Centocor Ortho Biotech Inc., 800/850
Ridgeview Drive Horsham, 19044 Pa., US

(92) EEC-Verordnung

(92) EU/1/08/494/001 16.01.2009

EU/1/08/494/002 16.01.2009

Patentblatt 129. Jhrg. Heft 38 vom 17.09.2009

h dem Schutz des
egenden Formen

Applications

Zertifikate Sonstiges

Erloschene Zertifikate

7a)2 Erteilte Zertifikate

Granted SPCs

Heft keine Verdffentlichung

fertifikate

(21) 12 2007 000 022.7
(68) 696 17 659.9

(51)
(54)

AGTK 33/24 (2006.01)
PHARMAZEUTISCHE
ZUSANMMENSETZUNGEN, WELCHE
AUSGEWAHLTE
LANTHANCARBONATHYDRATE
ENTHALTEN

Shire Intermational Licensing B.V.,
Amsterdam, NL

Bundesinstitut fir Arzneimittel und
Medizinprodukte

65606.00.00 08.09.2006
65607.00.00 08.09.2006
65608.00.00 08.09.2006
65602.00.00 08.09.2006
Lanthan(lll)-carbonat 4-5H 1210
19.03.2019

71)
92)

02)

(25)
(e4)

7a)3 Zuriickgewiesene
Zertifikatsanmeldungen

In diesem Heft keine Verdffentlichung
Wiedereinsetzungen

In diesem Heft keine Verdffentlichung
Sonstiges

(51) IPC-HKL
(21) DE-AKZ
AOCTN 43/54

103 99 024.0

(45) VW-DAT

02.02.2006

Vertreter und Zustellanschrift geandert in:
Maiwald Patentanwaltsgesellschaft mbH,
Elisenstr. 3, 80335 Munchen

AB1TK 31/335

101 99 038.3 04.01.2007

In diesem Heft keine Veroffentlichung

7b) Anmeldungen, Erteilungen,
zurilickgewiesene Anmeldungen

fuar Pflanzenschutzmiittel

7b)1 Zertifikatsanmeldungen

In diesem Heft keine Verdtffentlichung

7b)2 Erteilte Zertifikate

(21) 12 2007 000 053.7

(68) 689 20 301.2
(51)
(54)
(71)

CO7H 17/08 (2006.01)

Makrolide Verbindungen.
DowElanco, 9002 Purdue Road,
Indianapolis, Ind., 46268-1189, US
Bundesamt fur Verbraucherschutz und
Lebensmittelsicherheit

5314-00 16.04.2007

Spinosad

18.12.2014

(92)

(92)
(95)
(94)

Tb)3 Zuriickgewiesene
Zertifikatsanmeldungen

In diesem Heft keine Verdffentlichung

7i) Verschiedenes
Zuriickgenommene Zertifikatsanmeldungen

In diesem Heft keine Verdffentlichung

29102

Plant protection products
e AT

2. U5 2003

Vertreter und Zustellanschrift geandert in: Konig
Szynka Tilmann von Renesse, Patentanwalte
Partnerschaft, Postfach 110946, 40509
Dusseldorf

co7vD 333/20

12 2005 000 002.7 24.08.2006
Vvertreter und Zustellanschrift geandert in: Konig
Szynka Tilmann von Renesse, Patentanwalte
Partnerschaft, Postfach 110946, 40509
Dusseldorf

CO7D 333/20

12 2005 000 002.7 24.08.2006
Vertreter und Zustellanschrift geandert in: Konig
Szynka Tilmann von Renesse, Patentanwalte
Partnerschaft, Postfach 110946, 40509
Dasseldorf

CO7D 413/06

12 2004 000 022.9 21.10.2004
Vertreter und Zustellanschrift geandert in:
Maiwald Patentanwalts GmbH, Elisenhof,
Elisenstr. 3, 80335 Munchen

c12pP 21/08

12 2005 000 007.8 25.06.2009
Inhaberin geandert in: PDL BioPharma, Inc.,
932 Southwood Blvd. Incline Village, New.
89451 US
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Examination procedure

Classification

The SPC has the same IPC main class as the basic
patent.

If it is necessary, a more precise IPC subclass will be
assigned for the product indicated in the marketing
authorisation.





German Patent )
and Trade Mark Office

Examination procedure

Responsibility
- § 49 German Paten Law => Patent division
- Depending on the IPC main class of the basic patent

- Decisions are made by a committee of three persons:

1. Head of the patent division
2. Primary examiner
3. Second examiner
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Examination procedure

Formalities examination

filing to the German Patent and Trade Mark Office
application form

time limit of 6 months (Article 7)

name and address of the applicant (optional: representitive)

DN N N NI

patentee/legal successor is entitled to claim the SPC
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Examination procedure

Formalities examination

v’ the title and the number of the basic patent in force at
the filing day

v the number and the date of the valid marketing
authorisation for the product in Germany

v" indication that the product falls within the scope of the
basic patent

v application fee
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Substantive examination

Validity of the marketing authorisation

At the filing date a valid marketing authorisation must exist
according to the directives in force.

If the authorisation was revoked, rejected or expired, the validity will
be lost.
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» The copy has to prove the following data:

First marketing authorisation

 The date of the authorisation
 The number of the authorisation
* The medicinal product / plant protection product

« The chemical structure of the active ingredient (— Annex I:
,Summary of the product characteristics®)

» a complete or even a certified copy of the marketing authorisation is
not necessary
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First marketing authorisation

If the first marketing authorisation was granted in a State
of the EC or EEA (including Norway, Island and
Liechtenstein), a copy of the authorisation shall be filed.
The issue date will be taken into account for the
calculation of the duration of the SPC.
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Cases C-207/03 and C-252/03, 2005

Court of Justice of the European Union

In so far as an authorisation to place a medicinal product on the market
iIssued by the Swiss authorities and automatically recognised by the
Principality of Liechtenstein under that State's legislation is the first
authorisation to place that product on the market in one of the States of
the European Economic Area, it constitutes the first authorisation to
place the product on the market within the meaning of Article 13 of
Council Regulation (EEC) No 1768/92 of 18 June 1992 concerning the
creation of a supplementary protection certificate for medicinal products, as
it is to be read for the purposes of the application of the Agreement on the
European Economic Area.
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=> First marketing authorisations granted in Switzerland are
relevant.

Since 1.6.2005 the marketing authorisations of Switzerland come
into force within a year in Liechtenstein.

This is indicated in the “NCE-negative list”.
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Marketing Authorisation - Relevant Date

Case: ,Omeprazol”
(Court of Justice of the European Union, 2000, C-127/00)

According to the Council Regulation the first marketing authorisation
in the Community is an accreditation of the medicinal product for the
purpose of the public health, so that further accreditations —like

fixing of prices or reimbursements for medicinal products — are not
relevant.
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Marketing Authorisation

Products containing active ingredient(s)

» in different concentrations/ impurities (“Chloridazon®)
» different salts of the free base (“Doxorubicin®)

» with different additional additives (“Polifeprosan®)

» with different applications (human vs veterinary, “Carbergolin)

““"are seen in terms of the Council regulations as identical products.
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Determination of the identity of the product

< According to Article 1 of the MPR/PPR the product is the
active ingredient or the composition of active ingredients.

< Appendix | of the marketing authorization ,summary of
product characteristics"
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Check:

Is the product within the scope of the basic patent?

Marketing authorisation: International non-proprietary name

Basic patent: Chemical structure, chemical name (IUPAC)

1

Search for INN, IUPAC-name, structure: e.g. STN (Registry file)
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Example (negative case):

Basic patent

Monoclonal antibodies are characterised by single peptide sequences of
the antigen TNF alpha, against which the antibodies are directed.

Marketing authorisation
INN of the active monoclonal antibody

Search in STN (Registry file)

Complete amino acid sequence for the monoclonal antibody with the INN of
the marketing authorisation

=> Rejection of the application
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Example (positive case):.

. Basic patent

Monooclonal antibody described by amino acid sequences of the variable
and constant region of heavy and light chain.

. Marketing authorisation
INN of the active monoclonal antibody

. Search in STN (Registry file)

Short amino acid sequences of the monoclonal antibody with the same
INN as indicated in the marketing authorisation

. => SPC granted
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Entitlement of the SPC

In the past:

A Supplementary Protection Certificate is granted for the active

ingredient of the medical product TRADE NAME in all forms
protected by the basic patent”
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Case: ldarubicin / Farmitalia

 Federal Court of Justice

Idarubicin | (1997, X ZB 13/95), Idarubicin Il (2000, X ZB 13/95),
Idarubicin 111 (2001, X ZB 21/00)

* Court of Justice of the European Union

Farmitalia C-392/97 (1999)
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,<Which salts or derivates of a free base being within the scope of the
basic patent, have to (could) be considered in the title of the SPC?*

Salt-Problem

or

,Could a SPC be granted only for the active ingredient indicated in
the marketing authorisation or is a broader definition of the active
indgredient possible?”
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* |darubicin

Basic patent Marketing authorisation SPC Application
Claims
Idarubicin Idarubicin and its salts,

|darubicin HCI including Idarubicin HCI
Description
Idarubicin HCI
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Quintessence - Idarubicin

1. A SPC for a free base like |darubicin includes also all derivatives
of the free base, if these are within the scope of the basic patent.

2. A SPC for a free base could be granted, even so the active
ingredient of the marketing authorisaton is a salt of the free base,
assuming that the free base and its salts are within the scope of
the basic patent.

3. If the free base is subject matter of a claim of the basic patent and
the active ingredient of the marketing authorisation is a salt of the
free base, no SPC will be granted for the free base and any
derivates thereof, because any derivatives are not within the
scope of the basic patent.
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Current title of a certificate:

A Supplementary Protection Certificate is
granted for INN and its pharmaceutical
acceptable salts.”

Assumed:

a) the pharmaceutical acceptable salts are subjet matter of the
basic patent (cf. ,Idarubicin®)

b) All salts have the same therapeutic activity as the active
ingredient of the marketing authorisation (cf. ,Sumatriptan®)
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The subject matter of the basic patent

Definition:

1. the claims
2. the whole description

3. everything which a skilled person in the art could draw directly
and explicitly form the disclosure of the basic patent
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, Sumatriptan®
(Federal Supreme Court, 2002, X ZB 12/01)

Basic patent Marketing SPC
authorisation

Claim 1: Sumatriptan

Sumatriptan as well as physiological

and its physiological Sumatriptan acceptable salts

acceptable salts and solvates | | hydrosuccinate and solvates thereof,

including

Claim 4 Sumatriptan hydrosuccinate

the physiological acceptable

salt is e.g. succinate
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, Cabergolin®

Federal Court of Justice 2002, 2005, X ZB 21/01
Court of Justice of the European Union 2004, C-31/03

Marketing authorisation
of a medical product SPC application
for veterinary use

Marketing authorisation
of a medical product
for human use
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, Clarithromycin®
Federal Patent Court 1999, 15W(pat)106/96

Marketing authorisation SPC granted

Clarithromycin for Clarithromycin

_I_I_I_I_'

Marketing authorisation SPC application
Clarithromycin of
with potassium sorbate Clarithromycin
with potassium sorbate
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, Polifeprosan”

Federal Court of Justice 2004, X ZB 5/03
Court of Justice of the European Union 2005, C431-/04

Marketing
authorisation

Carmustin
Basic patent Marketing SPC application
Authorisation
Polifeprosan Carmustin
Carmustin with Polifeprosan
with Polifeprosan
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, Polifeprosan®

Article 1(b) of Council Regulation No 1768/92 of 18 June 1992,
concerning the creation of a supplementary protection
certificate for medicinal products, must be interpreted so as not
to include in the concept of ‘combination of active ingredients
of a medicinal product' a combination of two substances, only
one of which has therapeutic effects of its own for a specific
Indication, the other rendering possible a pharmaceutical form
of the medicinal product which is necessary for the therapeutic
efficacy of the first substance for that indication.
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Quintessence — ,, Polifeprosan”

1.

A SPC for an active ingredient will be granted, if the product of the
marketing authorisation is a combination of only one active ingredient
with additives/excipients.

A SPC will be granted for a combination of active ingredients, if the
product in the marketing authorisations is combination of two or more
active ingredients, which may be combined with additives/excipients.

But: A single active ingredient in combination with one other subtance,
which is not an active ingredient, is not a combination of active
ingredients in the sens of Article 1 b) of the Council Regulation.
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Combinations of active ingredients
v" A marketing authorisation for a combination of two therapreuic active
ingredients can not be interpreted as a marketing authorisation for one of

these therapeutic active ingredients.

v" The combination of these active ingredients has to be subject matter of the
basic patent.

v Therapeutic inactive ingredients (e.g. impurities, additives or exipients) may
not define a new product.

v Products which differ only in the concentration of their active ingredients are
identical product.

There is no definition for the term ,combination” in Article 1 of the Regulation.
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Calculation of the duration
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Calculation of the duration - Example

11 05 1999
20 04 2007
& 11 7
5
S 11 2
5
12 05 2019
20 04 2022
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Grant of the SPC

If all requirements are met a SPC is granted. Notification of the fact a
certificate has been granted shall be published by the authority referred in
Article 9.

Rejection of the SPC application

The decision of the rejection has to be in written form and reasoned.
Notification of the fact that the application for a SPC has been rejected shall
be published by the authority referred in Article 9.

The notification will be published in the Patent Gazette as well in the patent
register and will contain at least the information listed under the section
“Publication”.
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Legal remedies for SCPs

>

Appeal

The applicant or the holder of the SPC is authorised to appeal against the
decision of the patent division. The appeal and the fee of appeal must be
filed within one month after the service of the decision. The patent
division shall examine if the appeal is admissible. In the case the appeal
is reasoned and the division agrees or required amendments are made,
the patent division can rectify the decision. The refund of the fee could be
enacted.

In the other case the appeal will be sent to the Federal Patent Court.

Correction of the duration

According to Recital 17 PPR the term shall be corrected, if the date of the
first marketing authorisation was incorrect.
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» suspension (e.g. parallel cases are pending or referral to the
European Court of justice)

General appeals:

» restoration (according to § 123 German Patent Law)

« correction of a decision (according to §§ 16a, 95 German Patent
Law in case of obvious incorrectness)
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UK approac

Application
the UK

Topics

N to the SPC Regulations
procedure and examination in

Examples of granted SPCs

Case law:

— Multiple applications by same patent holder
— Late filed SPC applications
— Definition of ‘product’

e_lkjngtonz: fife LLP
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Implementation of SPC
Regulations in UK

* In the absence of procedural provisions In
the SPC Regulations, procedural
provisions applicable under national law to

corresponding basic patent apply to SPC,
unless that law lays down special

procedural provisions (Art 18(1))

 SPC Regulations incorporated into UK law
iIn 2007

» Also specific rules relating to SPCs

e_lkjngtonz: fife LLP
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Applying for an SPC

* Art 8(1) SPC Reg sets out application provisions

e UK Patent Form SP1:

— What is the product you want to protect? (/dentify the
active ingredient(s) or active substance(s). If possible
use chemical or generic names)

UK IPO accepts broad definition of product, eg:
— X optionally in the form of the hydrochloride;

— X optionally in the form of a pharmaceutically
acceptable salt such as the hydrochloride

— X optionally in the form of pharmaceutically
acceptable salt

e_lkjngtoné fife LLP
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Applying for an SPC

Supporting documentation (marketing
authorisations, etc) can be filed later

Applicants expected to provide information
showing that the product is protected by
the basic patent

Usually simple for small molecules

— Provide publication of INN by WHO, showing
chemical structure and chemical name

More complex for biologicals
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Example of adalimumab (Abbott)

Claim 1 of EP 0 929 578 reads:

An isolated human antibody, or antigen binding portion
thereof, with the following characteristics:

a) dissociates from TNFa with a K  rate constant of 1 x
10-3s" or less, as determined by surface plasmon
resonance;

b) has a light chain CDR3 domain comprising the amino
acid sequence of SEQ ID No 3 ...

c) has a heavy chain CDR3 domain comprising the
amino acid sequence of SEQ ID No 4 ...

Applicant required to show that product has these
characteristics

e_lkjngtoné fife LLP
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Treatment of Application

* |PO issues filing receipt (usually within 10
days)
 Bibliographic details of SPC application

published on IPO on line register and in
official journal within two to four weeks of

filing
 Examination carried out by specialised

SPC examiners (currently 2-3 senior
examiners)
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http://www.elkfife.com/



Examination of SPC applications

Examination on formal and substantive
requirements: IPO communication issued

Generally, 6 months to reply

Formal requirements includes check on
marketing authorisation

— Is MA earliest?

— Is MA valid authorisation, etc?

— Has application been filed in time?
Substantive requirements mainly concern

identity of product and its protection by basic
patent
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Examination of SPC applications

Where application complies, proceeds to grant —
often within 6 months of filing

Where objections remain, applicant has right to
hearing before IPO Deputy Director (generally
SPC specialist)

Applicant can waive right to hearing and get
decision in writing.

Decision can be appealed as of right; rapidly
neard by specialist judge in High Court

High Court can refer to ECJ
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Grant and coming into force

No grant fee in the UK

Grant published in on line register and official journal,
identifying product, basic patent, when SPC takes effect
and maximum duration

Fees payable to bring SPC into force
In UK, fees for entire SPC term paid in one lump sum

IPO required by rules to send reminder to representative
for SPC and basic patent (if different)

Possible to pay fees up to 6 months late, with fine

Possibility of reinstatement of SPC if fees paid after 6
month grace period
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SPC practice in UK

About 50 SPCs are granted each year by UK
IPO

Majority are for medicinal products, rather than
plant protection products

Increasing numbers of biotech products, eg
mADbs, modified insulins, interferons, vaccines

Increasing number of combination products

Focus of case law on definition of product and
whether product protected by basic patent

No case law on scope of SPC
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Examples of UK SPC practice

Small molecules straightforward, eg
— SPC/GB 93/002, Lisinopril optionally in the form of a
pharmaceutically acceptable salt, especially lisinopril dihydrate
Combinations straightforward where the combination
specifically claimed, eg
— SPC/GB 93/003, Hydrochlorothiazide and lisinopril optionally in
the form of a pharmaceutically acceptable salt,especially
hydrochlorothiazide and lisinopril dihydrate
Basic patent does not disclose authorised use, eg

— SPC/GB 99/004, Sildenafil and pharmaceutically acceptable
salts thereof, in particular the citrate salt

(authorised use was for treatment of male erectile dysfunction,
patent disclosed use in cardiovascular conditions)
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Examples of UK SPC practice

 SPCs available for both medicinal product and
plant protection product SPC for same active
Ingredient, eg
— SPC/GB 95/013 Fipronil (as a medicinal product)
— SPC/GB 00/026 Fipronil (as a plant protection

product)

e SPCs not available for both human and

veterinary product

— recently confirmed in SPC/GB07/01, O/384/09, where
earlier veterinary use prevented grant of SPC for later
human veterinary use
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Examples of UK SPC practice

¢ Sometimes one patent may cover several
“products” which get MAs

e Each product may be subject of MA
— lisinopril, enalapril, enalapril + HCTZ
— EP 451 216, humanized immunoglobilins:

e Daclizumab Omalizumab
e Palivisumab Natalizumab
e Trastuzumab Ranibizumab
 Bevacizumab Certolizumab pegol
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Examples of UK SPC practice

UK IPO used to grant SPCs to formulations, where

excipient modified behaviour of pharmacological active

Ingredient, eg

— SPC/GB96/047 for itraconazole as an inclusion complex with
hydroxy-3-cyclo-dextrin, granted March 1997

— SPC/GB01/013, Gliadel, carmustine + polifeprosan, granted
January 2003

Position changed following ECJ MIT (Gliadel) decision

Gliadel SPC/GB01/013 revoked by decision of
comptroller, Feb 2009- granted contrary to conditions of
Art 3.

UK IPO will not grant SPCs for combination treatments
(as opposed to combination products)
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Examples of UK SPC practice

Definition of “product”

o After MIT, UK referred Yissum Reseach and
Development Company of the Hebrew Univeristy of the
Jerusalem, to ECJ, C-202/05

* Question: If basic patent protects second medical use,
does this use play a part in defining the product?

* Answer: No; product defined purely in terms of physical
structure

Meaning of “authorization”

« Will it be possible to get SPCs for medical devices?
* Yes for drug eluting devices, if first use of drug
 Doubtful for medical devices in general
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Examples of UK SPC practice

Devices/delivery systems, kits etc
SPC rejected:
o SPC/GB93/127 Oxysept 1-step neutralising tablet

e SPC/GB99/018 Beclomethasone for use
with Clickhaler inhaler

SPC Granted:
e SPC/GB93/155 Buffered salt solution

“None of the components of BSS Plus are foreign to the
eye and BSS plus has no pharmacological action”

« SPC/GB99/044 Etonogestrel contraceptive implant
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Case Law

Relatively few decisions from UK IPO (27 since 1998).
Evidence that generally, system works well

Small number of decisions have been appealed to High
Court, and some of those referred to ECJ

Formalities of paediatric extensions causing problems

Issues when product is combination:
— Small molecule combinations
— Vaccines

— Combinations in which one of the active ingredients is authorised
for sale for the first time (either alone or in combination)

Combinations subject of further presentation!
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Case Law

Abbott Labs’ SPC Application [2004] RPC 20
 SPC Application filed 25 September 1997
UK Authorization 19 March 1997

o Patent granted before MA, therefore due date for
filing SPC 19 September 1997 (Art 7(1))

« Late application, conditions not met, objection
under Art 10(2)

* No provision in SPC Reg for dealing with
extensions

e_lkjngtoné fife LLP
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Case Law

Abbott Labs’ SPC Application [2004] RPC 20
e Art 18 therefore permits use of national law

o Discretionary extension possible under r 110(1)
of Patent Rules 1995 — allowed

* Discretion exercised on same basis as for patent
— Continuing intention to file application
— Late filing due to unforeseen circumstances
— Applicant acted immediately to remedy

e Similar to “Restitutio” in other member states
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How many patent may be
extended?

o Often product is protected by more than one
patent: eg product patent and use patent.

 |f two or more patents “protect” the product, and
these are held by different owners, eg Licensor
and Licensee, then is it possible to get an SPC
on each patent, for the same product

« UK PO relies on Art 3(2) and recital 17 of Reg
1610/96, which suggests that Art 3(2) may be
used to interpret Art 3 of Medicinal Product Reg
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How many patent may be
extended?

 |f patents are held by same owner, it appears
that only one patent can be extended

e Takeda No 2, May 2002 (0/229/02).

— a certificate shall not be granted for a product if at the
date of application for the certificate, the product has
already been the subject of a certificate; and

— the holder of more than one patent for the same
product shall not be granted more than one certificate
for that product.

 Confirmed by UK Patent Office in Knoll's
application, May 2005 (O/138/05)
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Case Law

SPC nullity action: Generics (UK) v Daiichi

([2009] EWHC 2413(Pat))

Product levofloxacin, (-) enantiomer of () ofloxacin,
authorised in 1997

(x) ofloxacin first authorised in Community in 1985, and
In 1990 in UK

GUK argued that levofloxacin was first authorised Iin
1385/1990, because it was the active ingredient of (£)
ofloxacin

Relied on C-258/99 BASF (change of purity does not
make new product), and C-431/04 MIT (excipient not an
active ingredient), levofloxacin was either more pure (%)
ofloxacin or (x) ofloxacin was levoF + excipient
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Case Law

SPC nullity action: Generics (UK) v Daiichi

1.

Kitchin J found SPC valid:

(+) ofloxacin recognized as good antimicrobial — but until
invention of basic patent, not known what characteristics
of enantiomers were

+) ofloxacin was subject of authorisations in Community
In 1985, and in 1990 — not permission to sell (-)
enantiomer

. Now known that ofloxacin, levofloxacin and (+)

enantiomer each have different properties - It follows that
MA for ofloxacin cannot be authorisation to place (-)
enantiomer on market. This would be consistent with
neither BASF nor MIT
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Case Law

Astellas Pharma’s SPC: Third Party Observations

o 2007 Patent Rules (which apply to SPCs) clearly
permit third parties to file observations relating to
SPC

* Examiner required to take notice of such
observations

 Third party observations filed in High Court in
Astellas Pharma’s SPC (an appeal from IPO)

e Judge: NOT an appropriate method for filing
what In substance amount to the submissions of
an amicus curiae — but considered submissions
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Further information

Since 1998, UK IPO publishes on line all office decisions
relating to SPC

Court decisions on SPCs generally available on line
1999

IPO publishes on line, and regularly updates, detailed
guidelines on examination of SPCs in UK

Patent office staff very helpful:
— Jason Bellia

— Patrick Purcell
— Laurence Cullen (Deputy Director)

CIPA Guide to the Patents Act (6! Edition, 2009,
supplement in preparation) has detailed commentary on
SPC Regs.
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The Role of SPC In Healthcare Market

Pharmaceutical research plays decisive role in the improvement in world-
wide public health

In 1980, the expenses for the development of a new pharmaceutical drug
were about 120 Mio. Euro, today the costs are about 800 Mio. Euro

Before introduction of SPC in Europe, effective patent protection time for
pharmaceuticals was less than 9 years

Danger for R&D-based pharmaceutical industry in the international context
and vis-a-vis of generic manufacturers

SPC are compensation for time-consuming safety/efficacy tests
(Lipobay/Bayer or Viox/Merck)

Legal harmonization within Europe to avoid disparities which create an
obstacle to free movement of products
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Stakeholders in Pharmaceutical Market

* Patients
* Physicians
* Pharmacists
» Hospital Managers
» Patient Associations

o Drug Regulatory Authorities < > * Pharmaceutical Industry

e National Pricing Bodies e Pharma Associations
o National Legislator

e European Union
e National Courts
e Patent Offices

ISENBRUCK | BOSL | HORSCHLER | WICHMANN LLP © Dr. Markus Jacobi 3/25
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Pharmaceutical Market

® Global pharmaceutical market in 2006 > 640 billion US $
iIn 2020 > 1300 billion US $
North America
Europe (ES, GB, IT, FR, DE)
Japan, China

® Pharma R&D expenditure in 2007 in Germany > 4.5 billion €
® [eading pharma companies (Sales in 2008, billion US $)

Pfizer (US) 48,3 Astra Zeneca (GB) 31,6
Glaxo (GB) 45,1 Merck (US) 23,9
Sanofi-aventis (FR) 40,5 Eli Lilly (US) 20,4
Novartis (CH) 41,5 Bayer (DE) 15,9
Roche (CH) 42,2 Boehringer (DE) 17,1

ISENBRUCK | BOSL | HORSCHLER | WICHMANN LLP © Dr. Markus Jacobi 4125
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From Invention to Market
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10 years of research 2 to 3 years of administrative procedures
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Phases of Development
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Importance of Patents

Patent filings with the EPO:

1995 78.000
2000 142.000
2008 147.000 - granted 60.000

Patent litigation cases in the US:

1995 < 2.000
2000 2.700
2006 > 3.000

ISENBRUCK | BOSL | HORSCHLER | WICHMANN LLP © Dr. Markus Jacobi 7125
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Types of Pharma Patents

— Method of screening patent

— DNA fragment, new protein

— Broad chemical structure patent
— Specific chemical structure patent
— Process of preparation patent

— Pharmaceutical use patent

— Formulation patent

— Metabolite patent

_|
§' — Polymorphic form/Co-crystal patents
@ |_ Medical device patent
— Patent term extensions, SPC, Pediatric SPC
v
ISENBRUCK | BOSL | HORSCHLER | WICHMANN LLP © Dr. Markus Jacobi 8/25

Moscow, March 23, 2010





1474

1877
1978
1990

1993

1997

2004

History of SPC

Patent Law of Venice defines patent term of 10 years — but
many patents for 25 to 50 years

§ 7 of German Patent Law defines patent term of 15 years
Patent term extended from 18 to 20 years

Introduction of ,Certificate Complementaire de Protection in
FR (Law 90/510) and in IT (Law 91/349)

EEC-Regulation No. 1768/92 for medical products introduced
on January 2, 1993

EEC-Regulation NO. 1610/96 for plant protection products
Introduced on February 8, 1997

EU-Enlargement in 2004 (PO, HU, CZ, CY, EE, LV, MT, SK,
Sl)

SPC-like protection introduced in may other countries of the
world

ISENBRUCK | BOSL | HORSCHLER | WICHMANN LLP © Dr. Markus Jacobi 9/25
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SPC Countries
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SPC for Medicinal Products

EC-Regulation 1768/1992 (Medicinal Products)

EC-Regulation 1610/96 (Plant Protection)

EC-Regulation 469/2009 (5/2009, for SPC)

More than 7000 SPC filed since 1993

Pediatric EC-Regulation 1901/2006 (12/2006, for Pediatric SPC)
SPC is granted if:

a) Product is protected by Basic Patent

b) Marketing Authorization as a Medicinal Product
(see EC-Directive 2001/83)

c) Product not already subject of SPC
d) Marketing Authorization is the first in the EU.

ISENBRUCK | BOSL | HORSCHLER | WICHMANN LLP © Dr. Markus Jacobi
Moscow, March 23, 2010
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Basic Patent

Basic Patent (Art. 1¢c) means a patent which covers:

a) a product as such (e.g. active principle, active ingredient,
combination), but not a formulation

b) a process to obtain a product

c) an application of a product.

ISENBRUCK | BOSL | HORSCHLER | WICHMANN LLP © Dr. Markus Jacobi 12/25
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Examination of SPC

SPC is examined by:

Applicant/Pharmaceutical Company

National Patent Office (e.g. DE-PTO, 88 16a, 49a PatG)
Federal Patent Court

Supreme Court

European Court of Justice

SPC becomes invalid or lapsed if:

Grant contrary to requirement of Art. 3
Lapse of the basic patent before full term
Revocation of patent

Limitation of basic patent

No payment of fees

Withdrawal of market authorization

ISENBRUCK | BOSL | HORSCHLER | WICHMANN LLP
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DEUTSCHES PATENTAMT Minchen, den Z2Z. Oktober 1993 [
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Auf Antrag der
Hoeschst AG
65926 Framkfurt . DE
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FO9 022 mit dem deutschen Aktenzeichen P 32 69 875 .5-08 ein
erganzende s Schutzzzertifikat £ ur den WirkstofFf " Ramipril?"
des Arzneimittels "De l1dix oy ertedilt.
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des Ministere de T1Ta Scolidarit&é. de l1la Santé& et de 1a
Protect+ion Sociale, Republigue Franmcaise wom T0 . Januar 1989
mit der Nr . NL T5 556 zugelassen.
Das Zertifikat Ffiihrt die Nummer des Grundpatents {EP—-Patent)
mit Wirkung FfFiir die Bundesrepublik Deutschland .
Das FZertifikat gilt ab 9. Movember 2002 bis 17T . Januar 2004 .
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SPC granted for any ,Product*

Which is protected by a Basic Patent in force (EU-countries)

For which a valid marketing authorization has been granted
as a medicinal product (EC Directive 2001/83)

For which the marketing authorization mentioned is the first
authorization to place the product on the market

Which has not been subject of a SPC

ISENBRUCK | BOSL | HORSCHLER | WICHMANN LLP © Dr. Markus Jacobi 16/25
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SPC granted for any ,Product*

Example: Ramipril (ACE-Inhibitor, Antihypertensive drug)

C,HO,C  CH,H"}—fH
IONTE o

HOH A LT TcoH

o Blockbuster of Sanofi-Aventis
o Basic patent EP-B 079022, filed 02.11.1982, granted 12.03.1986

o Marketing authorization No. 15556 granted in France
(first country of EU) on 10.01.1989

o Other “SPC” obtained in AU, BE, BG, DK, GB, FI, FR, IE, IT,
LU, NL, NO, AT, SE, CH

e No Patent Term Extension in US

ISENBRUCK | BOSL | HORSCHLER | WICHMANN LLP © Dr. Markus Jacobi
Moscow, March 23, 2010
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Compensation to Enjoy Longer Effective Protection
— Running Time of SPC

SPC takes effect at the end of the 20-years’ term
of the basic patent

SPC runs for a period equal to the period elapsed between the date of
patent filing and the date of first marketing authorization reduced by 5
years

SPC can not run longer than 5 years; maximum of

15 years of exclusivity; but pediatric SPC possible

Example Ramipril

ISENBRUCK | BOSL | HORSCHLER | WICHMANN LLP © Dr. Markus Jacobi 18/25
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Compensation to Enjoy Longer Effective Protection
— Running Time of SPC

Patent filing date Grant of the first End of Expiry of

of EP 079022 market iuthorization patentl Spf

02.11.1982 10.01.1989 02.11.2002 10.10.2004
| | A1, .10.

I X I
X=6 years + 2 months + 8 days

SPC-time (according to Article 19)= x - 5 years
= 1 year + 2 months + 8 days

e SPC for Ramipril expired on January 10, 2004.

o Dramatic sales decreases avoided by “Early Entry Agreements”
= EU-Sector-Inquiry Report of 2009

ISENBRUCK | BOSL | HORSCHLER | WICHMANN LLP © Dr. Markus Jacobi 19/25
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Subject Matter of SPC

Protection granted by SPC extends:

only within the limits of the basic patent (Art. 5)
only to product covered by the marketing authorization (Art. 4)

only to such uses of the medicinal product which are authorized prior to the
expiry of SPC (Art. 4).

Art. 69 EPC

Patent Claim

G H 8 H
O o

See ECJ-decisions “Ildarubicin” (16.09.1999); “Sumatriptan” (02.11.2000)
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|darubicin - Case

SPC granted by DE-Patent Office for medicinal product Zavedos,
containing ldarubicin hydrochloride as active ingredient

This case was decided by 3 judgements of the BGH (Idarubicin | to 1)
and judgement of the ECJ (392/97, Farmitalia)

SPC granted not only for active ingredient of the marketing
authorization

SPC for a free base on the basis of a marketing authorization
covering a salt of this base (assumption: covering of free base and
salt by the basic patent)

Extent of protection of SPC < extent of protection of basic patent

Subject matter of the basic patent is the basis for the title of the SPC
(prevention of protection of all equivalents from the basic patent by
the SPC)

ISENBRUCK | BOSL | HORSCHLER | WICHMANN LLP © Dr. Markus Jacobi 21/25
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Custodiol Case

Basic patent EP-B 054635 was granted with claim for:

“Protective solution for preventing ischaemia damage to the heart and
kidneys and also other organs in operations and in organ transplant
work, characterized in that it contains the following additives per liter:

potassium or sodium hydrogen a-ketoglutarate 4 + 3  millimols
sodium chloride 15 + 8 millimols
potassium chloride 10 + 8 millimols
magnesium chloride 10 + 2  millimols
trytophane 2 + 1 millimol
histidine 150 + 100 millimols
histidine hydrochloride 16 + 11 millimols
mannitol 50 + 50 millimols, ...

the osmolarity of the solution amounting to approximately 300 to 350
mosm, and the pH of the solution being between 6.8 and 7.4.”
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Custodiol Case

e SPC rejected by DE-Patent Office for Custodiol (Histidine-
Tryptophan-Ketoglutarate + 4mmol Magnesiumchloride)

e Rejection of SPC confirmed by BGH (2002) because product of

marketing authorization was different to subject matter of patent claim
(Art. 3).
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SPC for Combination Product

According to Art. 16, SPC can be granted to a combination of active
iIngredients.

Example

EP-B 0 215 357 claims combination of ACE-inhibitor (e.g. Ramipril)
and diuretic (e.g. Piretanid)

Patent filed 29.08.1986, granted 06.05.1992
First Marketing Authorization granted in DE on 12.08.1993

SPC granted by DE Patent Office on 02.06.1998 for
“Ramipril + Piretanid”

SPC for 1 year, 11 months and 13 days

ISENBRUCK | BOSL | HORSCHLER | WICHMANN LLP © Dr. Markus Jacobi 24125
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SPC for Veterinary Uses

SPC for veterinary purposes possible under Art. 1 (a) of EC-469/2009
based on Marketing Authorization
Example: Vasotop tablets

Commercialized for the treatment of congestive heart failure in dogs
Active ingredient is Ramipril

Danger: Marketing Authorization for Veterinary Products is granted
qguickly with the effect of possibly shortening SPC term
(see ECJ Decision “Cabergoline” of 2004)

Thank you
for your
attention
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This paper sets out the current approach of the Hungarian Patent Office (hereinafter
HPO) to the grant of supplementary protection certificates (hereinafter SPCs) for medicinal
products and plant protection products. It is not in scope of this paper to go into details of the
whole procedure; the focus is on the overall picture of the Hungarian legislation and practice.
Part | of the paper provides the description of the legal instruments concerning certificates in
Hungary. Part 1l of the paper provides a brief discussion of the granting procedure and
highlights some national aspects. Part Ill describes other procedures concerning granted
SPCs. Part IV of the paper summarises the most relevant decisions of the Hungarian
Metropolitan Court. The record of each pending application or granted certificate is available

in separate SPC section of the E-Register (See website of the HPO www.hpo.hu).

Part I. Legal background

The legal institution of SPC is available in Hungary as from its accession to the
European Union on 1% May 2004. From this date Community Regulations (EEC) No 1768/92
concerning the creation of supplementary protection certificate for medicinal products and
(EC) No 1610/96 concerning the creation of a supplementary protection certificate for plant
protection products are to be applied in Hungary as well. On this date a new Article 22/A was
introduced into Act XXXIII of 1995 (Patent Act).

According to Art. 22/A (1) in the cases, under the conditions and for the period laid down in

Regulations of the European Community, the subject matter of the invention shall be granted

supplementary protection following the lapse of patent protection by reason of expiration.
In the absence of procedural provisions in the Regulations  the procedural provisions
applicable under national law to the corresponding basic patent shall apply to the certificate,

unless that law lays down special procedural provisions for certificates.



http://www.hpo.hu/
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Government Decree No. 26/2004. (11. 26.) (thereafter Decree) contains the special rules

necessary for the implementation of Regulations concerning the creation of a supplementary
protection for certain products.

Article 1 of the Decree designates Hungarian Patent Office as a competent authority for the

following matters concerning SPCs: grant of certificates; decision on lapse and restoration of
certificates; decision on invalidity; decision on lack of infringement; extension of the duration
of certificates and revocation of an extension; interpretation of certificates as well as keeping
the registers of applications and certificates, including matters concerning their maintenance

and official information on certificates.

Hungarian laws and requlations:

Article 22/A of Act XXXII1 of 1995 on the protection of inventions by patents

Decree No. 19/2005. (IV. 12.) GKM on the Fees for Administrative Services in Industrial
Property Procedures before the Hungarian Patent Office

Decree No. 26/2004 (11. 26.) Korm. On the rules necessary for the implementation of the
European Community Regulations concerning the creation of a supplementary protection for
certain products

Community laws and requlations

Regulation (EC) No 469/2009 of the European Parliament and have the Council of 6 May
2009 concerning the supplementary protection certificate for medicinal products (Codified
version of Regulation (EEC) No 1768/92, as amended)

Regulation (EC) No 1610/96 of the European Parliament and of the Council of 23 July 1996
concerning the creation of a supplementary protection certificate for plant protection products

Act concerning the conditions of accession of the Czech Republic, the Republic of Estonia,
the Republic of Cyprus, the Republic of Latvia, the Republic of Lithuania, the Republic of
Hungary, the Republic of Malta, the Republic of Poland, the Republic of Slovenia and the
Slovak Republic and the adjustments to the Treaties on which the European Union is founded
(Annex II: List referred to in Article 20 of the Act of Accession 4. Company law - C.
Industrial property rights - Il. Supplementary protection certificates)

Regulation (EC) No 1901/2006 of the European Parliament and of the Council of 12
December 2006 on medicinal products for paediatric use and amending Regulation (EEC) No
1768/92, Directive 2001/20/EC, Directive 2001/83/EC and Regulation (EC) No 726/2004






Part Il. Granting procedure of certificates: from filing to the grant

The examination covers whether the application meets all the relevant conditions laid down in

the Community Requlations, in the Patent Act and in the Decree.

1. Accordation of the filing date and the payment of application fee

The procedure for the grant of certificates starts with the accordation of the filing date. The
filing date shall be the date on which the application filed with the Office contains at least:

An indication that a certificate is sought (including the_name of the active ingredient or

combination)

Information identifying the applicant;

The registration number of the basic patent and the title of the invention;

The number and date of the first Hungarian authorization to place the product on the market,
as referred to in Article 3(b) of the Community Regulation and,

if this authorization is not the first authorization for placing the product on the market in the
Community, the number and date of that authorization.

The HPO examines whether the application meets the conditions laid down for
according a filing date. Where the filing date cannot be accorded, the applicant shall be
invited to rectify the irregularities within 30 days. If the irregularities are rectified within the
specified time limit, the date of receipt of the rectification of irregularities shall be accorded
as the filing date. Otherwise, the application shall be considered withdrawn. A fee, determined
by special legislation (fee: 214 000 HUF as from April 3, 2008) shall be paid for filing the
application within two months of the filing date. Where the filing fee is not settled, the
Hungarian Patent Office invites the applicant to rectify the irregularity within the specified
time limit.

In the event of failure to rectify the irregularity, in both cases the application shall be
considered withdrawn (Articles 3 (2)- 3 (5) of Decree).

Where the filing date can be accorded and the prescribed fee has been paid, the HPO publish a
notification of the application in its Official Journal in accordance with Article 9 of the

Community Regulation, and records the application referring to the basic patent in the patent

register as well. (Art 3 (6) of Decree)






2. The application may not be amended
The application may not be modified to the effect that the certificate extends to a
product, to an authorization to place a product on the market, or to a basic patent different

From the ones designated at the filing of the application. (Art 3(9) of Decree)

3. For reasons of legal certainty the Hungarian legislation does exclude the
possibility of restitutio in integrum in respect of the time limits laid down in Articles 7
and 19a(f) of the Regulation

In the matters concerning the procedure for the grant or for the extension of the duration of
certificates, the general provisions governing patent procedures before the Hungarian Patent
Office (Chapter VII of the Patent Act) shall apply mutatis mutandis with the

following exceptions (Art. 5(3) of Decree):

- Restitutio in integrum shall be excluded in the event of failure to comply with the time limit
referred to in Article 7 of the Community Regulation;

- Rules of the Patent Act concerning public access to files shall apply mutatis mutandis from

the date of filing;

- Matters concerning certificates shall not be managed electronically.

4. Examination

Although Art. 10 (5) of the Regulation allows, that a Member State may grant SPCs without
verifying that the conditions laid down in Art 3 c) and d) are met, examination of the
Hungarian Patent Office also covers, in accordance with Article 3(c) and (d) of the
Community Regulation, whether the product designated by the applicant has already been the
subject of a certificate in Hungary, and whether the authorization to place the product on the
market as a basis for the certificate is considered the first authorization to place the product on
the market in Hungary. (Art. 3(8) of Decree)

Accordingly during the examination the following points are checked:

Art 8 1 b) Is a copy of authorization (valid for Hungary) containing the summary of product
characteristics filed?
1 ¢) Has the required information concerning the first authorization in the Community

been presented?





Has the determined fee been paid within 2 months of the filing date? (Art of 6 of
Decree)

Art 7 Is the authorization lodged within 6 month after grant of the authorization or of the

Art 3

patent?

a) Is there a valid basic patent that protects the product (active ingredient or
combination)? The question of whether the product is protected by the basic patent
can be answered by comparing the basic patent specification with the summary of
product characteristics. The applicant of the Certificate may serve information about
where the product to be found in the patent description, he may designate a claim, a
working example supporting the claims or may refer to the general formula according

to a specific claim by giving the meaning of the substituents.

b) Is there a valid authorization to place the medicine containing said active
ingredients(s) on the market in Hungary?
Points a) and b) are checked by comparing the basic patent with the summary of

product characteristics.

c) Has a certificate already been granted for this product? The question whether an
earlier certificate for the product exists can be answered by searching for the name of
the product in the SPC database of the HPO.

d) Is the marketing authorization is the first one for the product in Hungary? Check via
webpages of National Institution of Pharmacy whether the active ingredient is

mentioned in accessible databases.

Art 6 Is the applicant is the holder of the basic patent? (Check in the Hungarian patent

register)

Art 19 a (f) Transitional provisions (only in the past, for applications filed within 6 months

after the accession and which run out from time limit according to Art 7.)? Had the
first marketing authorization to place the product in the market in the Community been

issued after 1 January 20007

Art 13 The duration of the SPC is calculated.





If the application does not meet the conditions laid down in the Community Regulation, in the
Patent Act or in the Decree, the applicant shall be invited to rectify the irregularities or to
submit his comments.

The application shall be rejected if it does not meet the conditions examined after rectification
of irregularities or submitting comments. Failing to comply with the said invitation within the
specified time limit, the application shall be considered withdrawn.

The grant of a certificate shall be recorded referring to the basic patent in the patent

register and entered in the Register of Certificates (Article 6)

5. Register of applications, register of certificates

The Hungarian Patent Office keeps a register of applications and_a register of certificates,

which contains all facts and circumstances concerning certificates. The register of certificates

contains, in particular, the following entries:

the registration number of the certificate;

the reference number of the certificate;

the title of the certificate;

the name and address of the holder of the certificate;

the name and place of business of the representative;

the registration number, title and filing date of the basic patent;

the number and date of the authorizations to place the product on the market referred to in
Article 8(1)(b) and (c) of the Community Regulation and the product included

therein;

the duration of the certificate, the extension of the duration and the revocation of the
extension;

the date of the decision on the grant of the certificate;

the amount of the annual fees paid for and the date of payment;

the lapse of the certificate or the decision on its invalidity, the grounds and the date thereof;

the exploitation licenses;





The provisions of Chapters Il to V of the Patent Act shall also apply mutatis mutandis to the
rights and obligations resulting from a certificate, to exploitation licenses concerning

certificates, to compulsory licenses and to the infringement of certificates.

Where the filing date can be accorded and the prescribed fee has been paid, the HPO

records the application referring to the basic patent in the patent reqister as well.

7. Payment of annual fees

For the duration of the certificate an annual fee shall be paid as determined by special
legislation. As in force from April 3, 2008 by virtue of Decree 19/2005 (IV. 12.) GKM the

following amounts should be paid:
Annual maintenance fees Amount (HUF)

for the first year 267 000

for the second year 372 000

for the third year 427 000

for the fourth year 480 000

for the fifth year 564 000

for the sixth year 267 000 (6 months paediatric extensions by virtue of Regulation (EC) No
1901/2006)

The annual fees which become due before the grant of the certificate shall be payable within a

period of six months from the date on which the ruling on the grant comes into effect.
If the last year of the duration of the certificate is an incomplete year, the annual fee shall be
paid proportionately together with the total amount of the annual fee for the last complete

year.

Part 111. Other procedures concerning certificates

Basically the procedural rules —if any - of the Patent Act shall apply mutatis mutandis to the

decisions on lapse and restoration concerning certificates, invalidity of certificates, lack of

infringement on a certificate, and interpretation.
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Where the Hungarian Patent Office decides on the lapse of a certificate in accordance with
Article 14(d) (withdrawal of the marketing authorization) of the Community Regulation upon
request, the holder of the certificate shall be invited to submit comments concerning the
request. In such proceedings the Hungarian Patent Office shall, after written preparatory
work, decide on the lapse of the certificate or on the rejection of the request.

The Hungarian Patent Office may also institute proceedings ex officio for the establishment of
invalidity of a certificate, under Article 15(1)(b) (if the basic patent has expired) of the
Community Regulation or, if the basic patent is revoked, under (c) thereof.

In proceedings for establishing invalidity of a certificate and in proceedings for revocation of
the extension of the duration- except if the proceedings were initiated on one of the grounds
that the basic patent has expired or revoked-, the Hungarian Patent Office shall proceed and
shall take a ruling at the hearing in the form of a board consisting of three members.

In the case of a dispute concerning the interpretation of a certificate, the Hungarian

Patent Office shall, at the request of the court or other authority, give an_expert opinion taking

the certificate, the basic patent and the authorization to place the product on the market

together.

However the first request for decision on invalidity of certificates has arrived by the end of
the year 2009, therefore we did not have meaningful practice on this procedure.

Six month paediatric extension to the duration of the certificates
Procedural rules for the extension of the duration of the certificate by virtue of Regulation
(EC) No 1901/2006 as well as the revocation of the extension of the duration can be found in
Articles 4/A, 4/B and 8/A introduced into the Decree by the recent amendment of the text on
25 October 2007.

V. The most important Hungarian Court decisions

The decisions of the Hungarian Patent Office in SPC matters shall be reviewed by the

Metropolitan Court. In fact, the majority of decisions relevant to SPCs concern the non-
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compliance with the transitional provisions Art 19a point f) of the Regulation introduced by
the Treaty of Accession to the EU.

70 of the SPC applications were filed under the transitional provisions in Hungary between 1
May and 2 November 2004. 28 of them has been refused by the Office on the ground that they
did not meet the requirements laid down in Article 19a point f) or withdrawn after

communication.

Decision No. 8.Pkf.25.143/2007/10. of the Metropolitan Court
The legal dispute was carried about the interpretation of the following text:
Article 19a point f)

,» Without prejudice to the other provisions of this Regulation the following shall apply:

Any medicinal product protected by a valid basic patent and
for which the first authorization to place it on the market as a medicinal product was obtained

after 1 January 2000 may be granted a certificate in Hungary,

provided that the application for a certificates lodged within six months of the date of

accession”

According to the interpretation of the Office the expression “ the first authorization to place it
on the market means the first authorization in the “Community”, whereby the term
“Community” here to be understood as the states belonging to the EU on 1 May 2004.

HPQO’s interpretation based on the concept, that transitional arrangements provide special
exception to the general rule of Art 7 of the Regulation which states that the application for a
certificate shall be lodged within six months of the date of grant of the marketing
authorization. Exceptional rules should be interpreted as narrow as possible.

Only this kind of interpretation maintains the balance between interest of the Member State
and the EU elaborated during accession negotiations. Relevant rulings of ECJ also were cited
to confirm this statement.

In the refused cases the first authorization to place the product on the market as a medicinal
product was obtained before 1 January 2000 ,in the Community”, which was the
interpretation of the HPO.

The request of applicant for review of the Hungarian Patent Office’s decision was rejected by
a final decision of a Metropolitan Court, as well as the proposal of the applicant to ask the

European Court of Justice for a preliminary ruling (See decision No. 8.Pkf.25.143/2007/10. of
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the Metropolitan Court in the matter of refused application N0.S0400046, Pharmacia Italia

S.A for product exemesthane).

Decision No. 3.Pk.21.489/2008/2 of the Metropolitan Court
The legal dispute was carried about non compliance with Article 3.a).

If the combination is not disclosed in the basic patent sufficiently to be deemed ‘protected’
under the Regulation, according to HPO’s interpretation no SPC will be given for that

product based on that patent.

In case No. S0500012 the applicant applied for an SPC, relying on patent HU 211 300 in
respect of a product comprising a combination of antiretroviral drugs, emtricitabine and
tenofovir disoproxil fumarate. The combination product was authorized under trade name
TRUVADA as a medicinal product.

The basic patent included valid claims only to emtricitabine and its derivatives, but it was
disclosed for use in combination with tenofovir disoproxil neither in the claims nor in the
description. The HPO refused the application on the basis that the product was not protected
by the basic patent as required by Article 3 point a).

The applicant requested the review of the decision before the Metropolitan court arguing that
the combination product may have infringed the valid claims of the basic patent for
Emtricitabine.

The request of applicant for review of the Hungarian Patent Office’s decision was rejected by
a final decision of a Metropolitan Court stating: distinction should be made between the
rights conferred by the patent in the event of infringement and the scope of the protection
defined by the claims interpreted on the basis of the description. (See decision No.
3.Pk.21.489/2008/2 of the Metropolitan Court in the matter of refused application No.
S0500012, EMORY UNIVERSITY for the product emtricitabine and tenofovir disoproxil

fumarate.)

Budapest, 25 February 2010.
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History (I)

Regulatory approval for medicines takes
substantial time and effort

Erosion of patent protection: concern about lack
of pharmaceutical innovation

1984 US Hatch-Waxman act introduced patent
term extension

Other nations followed: Japan, France, Italy etc.

Need for common European system in view of
iInternal market





History (Il

1992 SPC Reg. 1768/92 for pharmaceuticals

1996 SPC Reg. 1610/96 for plant protection
products

2006 Paediatric Reg. 1901/2006:

Introduced 6 month extension of SPC for
medicinal products tested with children

2009 SPC Reg. 469/2009 for pharmaceuticals:

codification of 1901/2006 & 1768/92
Nno new provisions, only renaming of articles





Basic concept: The product

« SPCs are granted for products

 Product = Active substance or combination of
active substances of medicinal product

o Usually more that one MA with the same active
substance, e.g. different dose, formulation etc.

> All concern the same product
> Therefore: One SPC per product






Basic concept: the patent

e Socalled ‘basic patent’:
— product patent: New substance or composition
— process patent: New process for preparing product
— use patent: New therapeutic indication, dosage etc.
e European patent (EPO) or national patent
— nearly all SPCs are based on European patent

 |f several patents then company chooses which
patent





Basic concept: Market Authorisation

Must be MA according to dir. 2001/83 (human)
or dir. 2001/82 (veterinary)

— Tested for safety, efficacy and quality under
harmonised rules

Issued by European Commission, guided by

European Medical Agency (EMEA), or national

health authority

— Biotech products always MA issued by EC





Scope

e European patent is bundle of national patents
* Applicant decides which countries

 SPC is also national IP right
— apply at NPO in member state (MS)
— only valid in MS
— like patents applicant decides which MS





Subject matter of protection

SPC protects only the product, I.e. active
substance, not the entire patent or claim(s)

For every authorised use of that product

But only within limits of patent

— E.qg. If basic patent is use patent, than only that
particular use is covered by the SPC

— Hence product patents are preferred
One patent may be the basis for different SPCs
for different products

— E.g. Markush claim in patent covering different active
substances





Entitlement

« SPC can only be awarded to the patent holder

* The patent holder does not have to be the MA
holder

o Often the MA holder is a different company
operating under a license from the patent holder





Duration of SPC

o After expiry patent, 15 years from first MA
anywhere in the EU/EAA

> S0 duration is the same in every MS, no
barrier in internal market

« But not more than 5 years
e Similar to Russia






At

Material requirements

filing date:

* Product must be protected by basic patent in MS

e There must be a valid MA in the MS for the
product

t

"here should not already be an SPC granted for
ne same product

"he MA should be the first MA In the MS






Filing deadlines

e« Same as In Russia:
— 6 months after obtaining MA in MS or
— 6 months after grant basic patent
whichever comes last

e Purpose is to notify generic companies

e Restoration of rights / Restitutio in Integrum:

— Failure to meet deadline is excusable if caused by an
Isolated error in an otherwise satisfactory system

— Request for restoration must be filed as soon as
possible, usually together with SPC application





Formal requirements

Request for SPC

Name and address of applicant and
representative

Number and title of basic patent
Copy of MA In MS

Documental proof of first MA in EU

— Enough information to ascertain date and identity of
the product





Procedure before grant

Application ' Publication
Grant | " 1st letter
Response
Hearing " Refusal ECJ
Appeal " Court

Note: some MS direct to court after refusal





Registration and fees

« Application and grant detalls are published as

soon as possible in official journal and often In
online registry

* Fees differ from MS to MS: Usually registration
fee and annual fee after grant





Procedure after grant

* Third parties may challenge validity at patents
court

* No opposition at NPO

« But third parties may contest first MA in EU at
NPO

> Cannot lead to invalidity
> Can only lead to recalculation of duration SPC





Invalidity of SPC

If granted not in accordance with material
requirements

If basic patent lapses before end of term

If basic patent is revoked or limited to such an
extent that product of SPC is no longer covered





Lapse of SPC

At the end of Its term
f the owner surrenders it
f the annual fee is not paid

f and as long as the product covered by the
certificate may no longer be placed on the
market following the withdrawal of the MA






SPC
NPO
MS
MA
Reg.
Dir.
EC
EMEA
EU
EAA
ECJ

Glossary

Supplementary Protection Certificate
National Patent Office
Member State

Market Authorisation
Regulation

Directive

European Commission
European Medical Agency
European Union
European Economic Area
European Court of Justice






