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Introduction

1.



Pemetrexed disodium is a chemotherapeutic treatment for lung cancer which has

been marketed by the Defendant (“Lilly”) or its subsidiaries under the brand name

Alimta since 2004. As explained in more detail below, Alimta is marketed as a

lyophilised (freeze-dried) powder with instructions to reconstitute it, and then dilute

it, in a 0.9% solution of sodium chloride (known as “normal saline”). Pemetrexed and

its pharmaceutically acceptable salts were protected by European Patent No. 0 432

677, which expired on 10 December 2010. The protection conferred by that patent

was extended by Supplementary Protection Certificates (“the SPCs”) which expired

on 10 December 2015. Lilly also owns European Patent No. 1 313 508 (“the Patent”)

for the use of pemetrexed disodium in combination with vitamin B12 or a

pharmaceutical derivative thereof and optionally a folic protein binding agent. The

Patent will not expire until 15 June 2021.



2.



On 27 July 2012 the Second Claimant commenced these proceedings seeking

declarations of non-infringement (“DNIs”) in respect of the French, German, Italian,

Spanish and United Kingdom designations of the Patent with a view to clearing the

way for the launch of a generic pemetrexed product on expiry of the SPCs.

Subsequently other Claimants were joined, some of some later ceased to be

Claimants, but for convenience I will refer to the relevant Claimant(s) from to time as

“Actavis”. Actavis initially sought DNIs in respect of a product the active ingredient
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in which was pemetrexed dipotassium. Subsequently Actavis also sought DNIs in

respect of pemetrexed diacid and pemetrexed ditromethamine. Actavis applied for

marketing authorisations for their products by reference to Alimta. At that stage

Actavis proposed that their products should be reconstituted and/or diluted in normal

saline, like Alimta. Actavis did not raise any issue with regard to the use of vitamin

B12 etc. After unsuccessfully challenging the jurisdiction of this court with respect to

the French, German, Italian and Spanish designations of the Patent (see my judgment

dated 27 November 2012 [2012] EWHC 3316 (Pat) and the judgment of the Court of

Appeal dated 21 May 2013 [2013] EWCA Civ 517, [2013] RPC 37, “Actavis I”),

Lilly counterclaimed for threatened infringement of the UK designation. As explained

in more detail below, Lilly also brought parallel proceedings in Germany, which led

to Actavis discontinuing its claims in respect of the German designation shortly

before the trial here.

3.



In a judgment delivered on 15 May 2014 ([2014] EWHC 1511 (Pat)), I held that

Actavis’ proposed dealings in its products would not amount to either direct or

indirect infringement of the Patent. In a judgment delivered on 25 June 2015 ([2015]

EWCA Civ 555, “Actavis II”), the Court of Appeal upheld my decision with respect

to direct infringement, but reversed it with respect to indirect infringement. In brief

summary, the Court of Appeal held that the claims of the Patent were restricted to

pemetrexed disodium, and therefore dealings in Actavis’ products would not amount

to direct infringement; but that, if Actavis’ products were reconstituted and/or diluted

in a sufficient quantity of saline, the resulting solution would fall within the claims

because it contained both sodium ions and pemetrexed ions in a ratio of at least 2:1,

and thus the supply of Actavis’ products would amount to indirect infringement. Both

sides have applied to the Supreme Court for permission to appeal against the Court of

Appeal’s decision, but unless and until the Supreme Court allows an appeal by one

side or the other, the Court of Appeal’s judgment is binding upon them and upon this

Court. This judgment proceeds upon that basis.



4.



When the Court of Appeal’s judgment was supplied to the parties in draft, Actavis

requested the Court of Appeal to remit for trial by the Patents Court an issue as to

whether the supply of their products would constitute indirect infringement of the

Patent if marketed with instructions to reconstitute and/or dilute the products with 5%

dextrose solution instead of saline (“the Dextrose Remission Issue”). The Court of

Appeal acceded to that request: see Actavis II at [155]-[156] and [160]-[162].

Although the Court of Appeal left it open to Lilly to apply to the Patents Court to

strike out Actavis’ claim for DNIs in respect of the supply of their products with

instructions for reconstitution and/or dilution with dextrose solution as an abuse of the

process, Lilly made no such application.



5.



Actavis subsequently launched a pemetrexed diacid product (“the Actavis Product”)

in the UK on 21 December 2015. Actavis’ evidence is that they are on track to launch

the Actavis Product in France, Italy and Spain later this year. As explained in more

detail below, the Actavis Product is a liquid product which does not require

reconstitution, and the Summary of Product Characteristics (“SmPC”) specifies that it

is only to be diluted with dextrose solution. Lilly does not dispute that, if the Court of

Appeal’s judgment as to the scope of the claims is correct and if the Actavis Product

is diluted with dextrose solution rather than saline, the supply of the Actavis Product

does not amount to either direct or indirect infringement of the Patent. Lilly
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nevertheless resists the grant of DNIs in respect of the supply of the Actavis Product

with instructions for dilution with dextrose solution. Lilly contends that it is

foreseeable (and hence obvious) that the Actavis Product will be diluted with saline

by some customers (or at least, that Actavis have not proved that it is not foreseeable)

even though Lilly does not allege that Actavis are taking any steps to encourage the

use of saline. By contrast with its stance at the first trial, however, Lilly has not

counterclaimed for infringement of the UK designation.

6.



In addition to the Dextrose Remission Issue, there is a separate issue between the

parties as to the effect of two letters written by Actavis’ solicitors to Lilly’s solicitors

on 17 April 2013 and 16 September 2013 (“the Letters”). Actavis seeks declarations

that the Letters do not constitute legally binding undertakings (“the Letters Issue”).

Lilly resists the grant of such declarations, but it has not counterclaimed for any relief.

Nor has Lilly attempted to rely on the Letters to prevent the launch of the Actavis

Product in the UK or (to date) in any other country.



The procedural context of the Dextrose Remission Issue in more detail

7.



Counsel for Lilly emphasised in his submissions that the burden was on Actavis to

establish its entitlement to the declarations it sought, not on Lilly to establish that

dealings in the Actavis Product amounted to infringement. Actavis do not dispute this.

Counsel for Lilly also emphasised that the Patent had over five years to run, and

submitted that there was considerable uncertainty as to what the position would be in,

say, two or three years’ time. As counsel for Actavis pointed out, however, that

submission has to be viewed against the stance adopted by Lilly.



8.



Initially, Lilly resisted a DNI in respect of the supply of Actavis’ products with

instructions for reconstitution and/or dilution with dextrose solution on the basis that

it was foreseeable that some pharmacists would not follow the instructions contained

in the SmPC to use dextrose solution, but instead would reconstitute and/or dilute the

products in saline. Given the narrow scope of the dispute, on 16 July 2015 I acceded

to an application by Actavis for an order for an expedited trial of the Dextrose

Remission Issue in a window commencing on 2 November 2015 for the reasons given

in my judgment of that date ([2015] EWHC 2124 (Pat)). On 30 July 2015 Floyd LJ

refused an application by Lilly for permission to appeal against that decision as being

totally without merit.



9.



In its evidence in chief served between 6 and 9 October 2015, however, Lilly

advanced an unpleaded case to the effect that, although pharmacists would initially

follow the instructions contained in the Actavis SmPC to use dextrose solution, it was

foreseeable that they would subsequently switch to saline once stability data for

Actavis’ products in saline became available because of concerns as to the effect of

dextrose on patients with diabetes. Lilly subsequently applied for permission to

amend its statement of case to plead this case. That application came before me on 22

October 2015. In their skeleton argument for that hearing, Actavis pointed out that, on

Lilly’s own evidence, stability data would not become available until at least six

months after the launch of Actavis’ product, and may be not for a couple of years.

Actavis argued that it followed that, on Lilly’s own evidence, there was no possibility

of infringement at the time of launch. Actavis went on to say:
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“This all has trial management implications because what Lilly

implicitly seeks the Court to do (even though there is no chance

of infringement at launch since SPC expiry) is to speculate

about what will happen in one, two or more years’ time in

relation to events of great uncertainty. If so, that is a very bad

use of significant Court time and a better course would be

declare that Actavis’ activities are, presently, lawful, so that it

can launch, with liberty to apply to Lilly if (which we say is

unlikely) circumstances change. If Lilly does apply in due

course, the Court will know, and not have to guess, what (if

any) stability data is available, how Actavis’ product is actually

used, whether diabetics pose a real issue, and so on.”

10.



Lilly did not accept this suggestion. Lilly did nevertheless agree to the adjournment

of the trial until 25 January 2016, and gave an undertaking not to seek preliminary

injunctions to prevent the marketing of Actavis’ products prior to judgment, as the

price for being granted permission to amend its statement of case. (Actavis also

sought an interim declaration by way of judgment on admissions, which gave rise to

further issues and applications, but it is not necessary to go into that aspect of the

matter for present purposes.)



11.



As will appear, I agree with Lilly that there is some uncertainty as to what may

happen in a few years’ time. I agree with Actavis, however, that the reason why this is

a problem is because of Lilly’s refusal to accept that dealings in the Actavis Product

would not initially infringe the Patent and to reserve its right to apply to the Court if

and when circumstances changed, as Actavis proposed. I shall return to this point

below.



The witnesses

Factual witnesses

12.



Actavis called the following witnesses of fact:

i)



Jonathan Wilson: Mr Wilson is the Managing Director of Actavis UK Ltd. He

was a straightforward witness. Counsel for Lilly pointed out that much of Mr

Wilson’s statement consisted of hearsay, being matters of which he had been

informed by other persons within Actavis, in particular Derek Brown, who is

the Director of Actavis’ Hospital Business in the UK, and members of

Actavis’ regulatory team. Counsel for Actavis submitted that it was convenient

and proportionate to call one witness rather than several, and pointed out that

both Mr Kopernicky and Mr Hannaby (as to whom, see below) had also

included hearsay within their statements. It is fair to say that the hearsay in Mr

Wilson’s evidence was more extensive than that in Mr Kopernicky and Mr

Hannaby’s evidence. Lilly did not apply to cross-examine Mr Brown or

anyone in the Actavis regulatory team, however. Furthermore, I am not

persuaded that it would have made a great deal of difference if Actavis had

called the relevant witnesses to give first-hand evidence. Nevertheless, I do

accept that some caution should be exercised before placing significant weight

on the hearsay statements in Mr Wilson’s evidence.
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Oliver Jüngst: Mr Jüngst is a German lawyer and a partner in Bird &amp; Bird’s

Düsseldorf office who has conduct of the parallel proceedings between the

parties in Germany. He gave evidence of relevance to the Letters Issue. It was

sensibly agreed between the parties that neither Mr Jüngst nor Mr von Falck

(as to whom, see below) would be cross-examined and that challenges to their

evidence would be confined to submissions.



Lilly called the following witnesses of fact:

i)



Vladimir Kopernicky: Mr Kopernicky is Lilly’s Senior Director, Medical

Affairs - Europe. Mr Kopernicky was a straightforward witness.



ii)



David Hannaby: Mr Hannaby is Lilly’s Commercial and Operations Manager.

Mr Hannaby was also a straightforward witness.



iii)



Dr Andreas von Falck: Dr von Falck is a German lawyer and a partner in

Hogan Lovells International LLP’s Düsseldorf office. He has conduct of the

parallel proceedings in Germany and his evidence also related to the Letters

Issue.



iv)



Dr Alfred Millà: Dr Millà has been the director of the medical oncology unit at

the Hospital Nuestra Señora dei Remi in Barcelona, Spain for the last 12 years

and has been working in oncology since 1974. Lilly initially proposed to call

Dr Millà as an additional oncology expert. After I had ruled at a case

management conference that it was inappropriate for Lilly to call two experts

in the discipline of oncology, Lilly called Dr Millà as a fact witness instead.

Despite this, Lilly served statements from Dr Millà containing expressions of

opinion. Actavis unsurprisingly took objection to this. The objection was

resolved partly by Lilly volunteering to delete passages from Dr Millà’s

second statement and partly by an agreement that the weight to be attached to

the remaining parts of his statements objected to would be a matter for the

Court. Regrettably, that was not the end of the dispute with respect to Dr

Millà’s evidence. Without prior warning to counsel for Actavis or requesting

permission from the Court, counsel for Lilly led some supplementary oral

evidence in chief from Dr Millà with respect to carboplatin. This necessitated

the recall of Ms Juanals (as to whom, see below). Counsel for Actavis

submitted that Dr Millà’s evidence on this point was confused and

inconsistent. I agree with this, as I shall explain below.



Oncologists

14.



Actavis’ expert was Professor Michael Seckl. Prof Seckl is currently Professor of

Molecular Oncology at Imperial College London, where he is head of the Lung

Cancer Research Group and of the Experimental Cancer Medicine Research Centre,

and an honorary Consultant Medical Oncologist at Imperial College NHS Healthcare

Trust. In addition, he is director of the Charing Cross Gestational Trophoblastic

Disease (“GTD”) Centre. He obtained a BSc in Immunology from University College

London in 1983, an MBBS in 1986 and a PhD on the development of novel therapies

for small cell lung cancer in 1995. He was appointed as a Senior Lecturer and

honorary Consultant by Imperial in 1995, Reader in 2000 and Professor in 2002. His

principal research interests are in the fields of small cell lung cancer and GTD. He has
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used pemetrexed since 2007. Prof Seckl was a very knowledgeable, careful and

balanced expert.

15.



Lilly’s expert was Professor Nicholas Thatcher. Prof Thatcher is currently Professor

of Oncology at the Christie Hospital NHS Trust. He obtained an MB BChir from

Cambridge University and St Bartholomew’s Hospital in 1970 and a PhD from

Manchester University in 1979. He was successively Senior Registrar from 1978 to

1980, Senior Lecturer from 1980 to 1989 and Reader from 1989 to 1996 at the

Christie before taking up his present position in 1996. He retired from routine clinical

work in 2010, but is still involved in clinical trials. He prescribed pemetrexed in his

clinical work and has continued to publish papers on it. He has published no less than

364 papers altogether. Although Prof Thatcher was a very distinguished and

knowledgeable expert in oncology, I agree with counsel for Actavis that some of his

evidence strayed outside the realms of his own expertise and into matters of

endocrinology, as to which I prefer the evidence of Dr Powrie (as to whom, see

below). I also agree with counsel for Actavis that Prof Thatcher was somewhat

dogged in his views despite evidence to the contrary.



Endocrinologist

16.



Actavis called Dr James Powrie. Dr Powrie is a full time Consultant Physician and

Honorary Senior Lecturer specialising in diabetes and endocrinology at Guy’s &amp; St

Thomas’ NHS Foundation Trust, a position which he has held since January 1995. He

obtained an MB ChB from Aberdeen University Medical School in 1982, including

an intercalated B Med Biol in Immunobiology in 1979. He undertook his clinical

training at Aberdeen Hospitals and University Medical School from 1982 to 1988.

From 1988 to 1991 he was a Clinical Research Fellow and Honorary Registrar and

from 1991 to 1995 a Lecturer and Honorary Senior Registrar at Guy’s &amp; St Thomas’.

In 1992 he was awarded an MD by Aberdeen University for a thesis on the study of

novel agents for the treatment of type 2 diabetes. From 1998 to 2014 he was the Lead

Clinician for the diabetes clinical service at Guy’s &amp; St Thomas’. He has published

over 50 papers on various aspects of diabetes and endocrinology, and he leads a

clinical group which is currently carrying out clinical trials on novel treatments for

type 1 diabetes. Counsel for Lilly submitted that Dr Powrie’s evidence had failed to

take into account the realities of treating extremely ill lung cancer patients. I do not

accept that Dr Powrie’s evidence is to be criticised on that score, but I do accept that it

is a relevant matter for me to take into account in my overall assessment.



17.



Lilly chose not to call an endocrinology expert, despite the fact that its case hinges

on concerns about giving the Actavis Product to patients with diabetes. Counsel for

Actavis submitted that it was to be inferred that Lilly had failed to find an

endocrinologist who would support its position. I accept that submission.



Pharmacists

18.



In relation to the UK:

i)



Actavis’ expert was Richard Bateman. Mr Bateman is currently a Senior

Quality Assurance Specialist Pharmacist for East and South East England

Specialist Pharmacy Services and is based at Guys and St. Thomas’ Hospital

NHS Foundation Trust. He obtained a BPharm from the Welsh School of
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