Office # BL 0/303/04

p g g 6" October 2004

PATENTSACT 1977

APPLICANT Advance Biofactures of Curacao NV

ISSUE Whether patent gpplication number GB
0011969.3 complies with sections 2(6) and 4(2)

HEARING OFFICER A C Howard

STATEMENT OF REASONS

Introduction
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Thisisthe Statement of Reasons| promised following my decison given oraly a ahearing held
on 12 August 2004, where | dlowed a clam of the so-called “Swiss type’ on the above

application.

At the hearing the applicants were represented by Dr John Miles and Dr Andrew Wright of
Messrs Eric Potter Clarkson, and the examiner was Dr James Houlihan.

The application
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The agpplication relates to a trestment for Peyroni€'s disease, which is described in the
specification as* an idiopathic condition resuting in penile deformity and disability astheresult of
scarring and contracture within the tunica albugines of the corpora cavernosa”. Inlayman’'s
termsit isadistressing condition the symptoms of which include bending of the penis. Itiscaused
by the presence of dense fibrous masses of anorma connective tissue. In the treatment
described in the gpplication, a compodtion containing collagenase is injected directly into a
Peyroni€’ sleson.

In the course of the examination of the gpplication, severd forms of cdlaims had been offered,
none of which had proved acceptable to the examiner. Following this repeated failure to reach
agreement, the gpplicant finaly asked to be heard on aclam of the so-cdled “ Swiss’ or “second
medica us?’ type, which read asfollows:

“Use of an injectable composition in unit dosage form comprising at least 10,000
ABC units of collagenase in a pharmaceutically acceptable carrier in a
concentration of 20,000 to 40,000 ABC units per ml in the manufacture of a



medicament for treating Peyronie’ s disease”.

At the hearing Dr Miles offered amendmentsto the claim asfollows (the additions being shown
in underlined type and the ddletions struck through):

“Use of all of an injectable composition in unit dosage form comprising at least
10,000 ABC units of collagenase in a pharmaceutically acceptable carrier in a
concentration of 20,000 to 40,000 ABC units per ml asthe sole ingredient in the
manufacture of a medicament for treating Peyronie' s disease’.

Thisisthe dam formulaion which | ultimately alowed.

Other issues were a 5o discussed at the hearing, including procedura questions and apossible
dternative claim framed so asto cover acomposition of matter per se. However, this Statement
is not concerned with any of these other matters.

ThePrior Art
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Five documents were cited in the course of the examination, which have been referred to as
follows

Patent documents

D1. GB 2323530 (Advance Biofactures)

D2. US 4338300 (Gelbard)

Other references

D3. Gebard et.d. Urological Research (1982) 10:135-140

D4. Gelbard et.d. Journal of Urology vol. 134 (August 1985)

D5 Gebard et.d. Journal of Urology vol. 149 (January 1993), 56-58

D1 is the gpplicants own prior patent and describes the use of an injectable composition
containing collegenase a aconcentration within the range specified in the gpplicationin order to
treat Duputyren’ sdisease. Thisisafibrotic disorder affecting the hand. It hasnot been cdled into
guestion that Duputyren’ sand Peyroni€ sdiseases are separate disorders, and no argument has
been raised to the effect that that the prior use in treating Duputyren’s renders the use of the
clamed composition to treat Peyroni€' s obvious.

D2- D5 are concerned with use of compositions containing collagenasein injectableformto tregt
Peyroni€ sdisease. D2 and D3 describein vitro tests, while D4 and D5 describe the treatment
of actual Peyroni€’s patients. The dosages and especidly the concentrations involved are
considerably lower (by afactor of around five) than those according to the present invention, but
in other repects there are close Smilarities.

Thelaw
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At themost basic leve, the Satutory provisions gpplicablein this case areto be found in section
1 of the Patents Act 1977 which govern novety, inventive step and indudtrid gpplicability
(subsection (1)) aswdll as excluded matter (subsection (2)). These generd provisonsmust be
read in the light of section 2(6), which provides that:

“In the case of an invention condisting of a substance or composition for usein amethod
of trestment of the human or anima body by surgery or therapy or of diagnosis practised
on the human or anima body, thefact that the substance or composition forms part of the
date of the art shall not prevent the invention from being taken to be new if the use of the
substance or composition in any such method does not form part of the state of the art.”

and of section 4(2), which provides that:

“Aninvention of amethod of trestment of the human or anima body by surgery or therapy
or of diagnosis practised on the human or animal body shall not be taken to be capabl e of
indugtrid application.”

These provisons are among those designated in Section 130(7) as being so framed asto have,
ashearly as practicable, the same effect asthe corresponding provisions of the European Patent
Convention. The decisions of the EPO Boards of Appedl on thistopic are therefore pertinent.

The gpplication of the above provisons to inventions relating to the medicd use of known
compositions of matter has been subject to very extensve interpretation by the courts. Most
relevant in these proceedings are the decison of the EPO Enlarged Board of Apped in
ElSAl/second medical use (GR05/83) OJEPO 1985, 64, and the judgment of the Patents
Court in John Wyeth’ sand Schering’ s Applications[1985] RPC No. 23, p. 545. These cases
approved the use of so-cdled” Swissclams’ in the Stuation wherea* substance or compaosition”
dready having aknown medicad useisfound to have*new and inventive thergpeutic goplication”.

Swiss clams can be drafted in more than oneway, but al come down in essenceto theuse of a
specified substance or compostion in the manufacture of a medicament for trestment of a
specified disease. Providing the use in the treatmernt of the pecified diseaseisnot known, such
claims are considered to be nove.!

Further relevant authorities are Bristol Myers Squibb v Baker Norton (the “Taxol” case)
[2001] RPC p. 1; Merck & Cao’spatent [2003] FSR 29 p. 498 and [2003] EWCA Civ 1545;
Monsanto v Merck[2000] RPC p.77 and Prendergast’ s Applications [2000] RPC p. 446.
All these cases were referred to in the course of the prosecution of the present application.

In the present context, it was important to understand in particular the terms “substance” and
“composition”. Although nojudicid authoritieswerereferred to which go to this specific point, |
believeit iswel established, and in practice there was no dispute, that for the present purposes

L A useful summary of the circumstances under which such claims are accepted and the rationale
underlying their useis given in paragraphs 79-113 of the Patent Office pamphlet entitled “ Examination
Guidelinesfor Patent Applications relating to Medical Inventionsin the UK Patent Office” (March 2004),
which is downloadable from the Patent Office website at
http://www.patent.gov.uk/patent/reference/mediguidlines/index.htm
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“substance” can be taken to mean “active ingredient”, while “compostion” encompasses
preparations containing at |east one active ingredient in combination with other components (e.g.
pharmacologicdly inert diluents or carriers).

A key quedtion raised in the present case was whether medicaments formulated for
adminidration to apatient can conditute digtinct “ compostions’ in Stuationswhere the principd
or only difference to aknown formulation for treeting the same disease liesin the concentration
of the active substance. No authorities have been identified which address thisissue, dthough
some guidance can be found in the Taxol case in which the dlaim under consideration had the
following wording:

“Use of Taxol and sufficient medications to prevent severe anaphylactic reactions, for
manufacturing amedicamentation for Smultaneous, separate, or sequentid application for
the administration of from 135 mg/n¥ up to 175 mg/n? Taxol over aperiod of about 3
hours or less as a meansfor treating cancer and Smultaneoudy reducing neutropenia.”

The Court of Apped held that this claim defined an improvement in the method of administering
an exiging treatment, and that it did not define anew and inventive thergpeutic purpose (Taxol
was known to treat cancer). In particular, it was noted that al the clamed steps were in fact
directed at actions taken by the doctor, tailored to the individud patient, rather than being
directed at the manufacturer. To quote Aldous LJ at paragraph 63:

“The claimisan unsuccessful attempt to monopolise a new method of treatment by
drafting it along the lines of a Swiss-type claim. When analysed it isdirected step-
by-step to the treatment. The premedication is chosen by the doctor, and
administered prior to the Taxol according to the directions of the doctor. The
amount of Taxol is selected by the doctor as is the time of administration. The
actual medicament that is said to be suitable for treatment is produced in the
patient under supervision of the medical team. It isnot part of a manufacture.”

Thus, it isnot acceptable for Swiss-type clamsto bedistinguished from the prior art only by the
mode of adminigration or the amount, timing or frequency of dosage.

Thisconclusion wasfollowed by the Patents Court in Mer ck’ s patents[Alendronate], as upheld
by the Court of Apped. Thisisthe case which hasthe closest pardlel with the present case.

The dam in question as origindly framed reed

“Useof dendronic acid, or apharmaceuticaly acceptable sdt thereof, for the manufacture
of a medicament for [ treatment of a specified disorder | wherein such medicament is
adapted for adminidration in a unit dosage form which comprises about 70 mg of

aendronic acid or apharmaceuticaly acceptable sdt thereof, on an dendronic acid active
weight basi's, according to acontinuous schedule having adosing interva of onceweekly.”

Thiswas amended in the course of the hearing before Jacob Jbut till related essentiadly to the
use of dendronic acid for the preparation of a specified dose to be administered according to a
specified schedule.
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The Swiss-type clam in that case was based on anew dosage regime, namely asingle weekly
adminigtration of 70 mg of Alendronate as opposed to daily administration of 10mg. The clam
was held on its true interpretation as invaid as relating to a method of trestment. The only
difference between the cdlam and the prior at was considered to lie in the method of
adminidration, that is what is on the prescription. Although an attempt was made in the
proceedings to argue that the 70mg dose in asingle pill was asgnificant factor, the description
itself disclosed that the dose could be administered as separate pills each containing less than
70mg of active substance. Moreover Jacob J observed that even if this had not been the case,
following the Taxol reasoning would have led him to the same conclusion.

Summary of the arguments put in the present case
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The essence of the examiner’s objection was that notwithstanding that the candidate clam
covered a concentration range of active ingredient not disclosed in the prior art for treating
Peyroni€' s disease, the prior use of lower concentrations of the same ingredient meant that the
clam could not be regarded asrelating to adifferent “ compaosition”. Underlying thiswastheview
thet the concentration was an eement of the dosage regime, which has dways been consdered
to bewithin the domain of themedicd practitioner. Infact, theclaminitialy under congderation
beforethe amendment offered in the hearing did include an explicit referenceto the compostion
being in unit dosage form, and was limited by the amount of the unit dose as well as the
concentration of collegenase expressed in units per ml.

In support of his argument, the examiner referred me to paragraph 87 of the judgment of the
Court of the Apped in the Taxol case where, in a section entitled “The limits of second
medical uses asrecognised in Eisai”, Buxton LJsummarisesthelaw by saying “The novelty
[of aSwissclam] cannot lie in the method of use, but in the new therapeutic purpose for
which the substanceisused” . Intheexaminer’ sview the message from thisjudgment wasthet
“a new thergpeutic purpose’ was conddered to mean the treatment of a different medical
indication or disease. Further, he submitted that thereis nothing in the case law which indicates
that a composition in asecond medica use clam can be characterised in away the gpplicants
propose.

The response of Dr Lilesto thiswasto argue that the present Stuation was materidly different.
His arguments can be summarised asfollows:

Although the use of the* substance” collagenasefor treating Peyroni€ sdiseaseisknown, the
candidate clam recitesanovel and inventive “compodtion”;

The candidate clam would not restrain the actions of amedica practitioner in prescribing a
method of treatment; the composition is more concentrated than prior art compositionsand
could not therefore readily be made up (e.g. by apharmacist acting under theinstructions of
amedicd practitioner using prior art compositions as a starting point);

Adminigration of the medicament which is the subject of the dam requires the exercise of
no medical discretion;

Thedamsin Taxol and Merck were rejected because in essence they related to how the
medicament was used (in terms of administration and dosage), rather than what wasused to



prepare the medicament;

The concentration of collegenase in the claimed injectable concentration has technica
advantages related to the dose ddlivered, the volume that can feasibly be injected into the
penis, and the recognition that the high collagenase concentrations according to theinvention
can in fact safely be used despite having previoudy been thought to be harmful.

Discussion
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Giventhat (1) the use of thesubstance collagenasefor treating Peyroni€ sdiseaseisknown; and
(2) the use of the daimed formulation in an injectable form for treating a different diseaseis
known, the point a issue can be very smply summarised in terms of “does the clamed

formulation amount to a new “compostion” for the manufacture of a medicament within the
meaning of the principleslaid downin EISAI?’ If theanswer to thisquestionis“yes’, thenthisis
a“second medica use” Stuaion and a“ Swiss’ type cdlamisdlowable.

Both the examiner and the applicant recognised, correctly in my view, that the authoritiesrequire
that the correct gpproach to this question involves acong deration of what is properly within the
ambit of what themedica practitioner might do intermsof specifying adose or trestment regime
for a pre-exiding substance or compostion. This includes the giving of indructions to a
pharmacist to make up a preparation for administration to a patient.

Turning to the arguments put by the applicant, | can dismiss rdatively eesly the point thet the
proposed claim relatesto anew composition becauseit isenvisaged to be sold asaready made
up formulation and thereforeinvol vesthe exercise of no medica discretion. It ssemstomethatin
the absence of clear indicationsto the contrary, an injectable composition defined interms of the
content and concentration of active ingredient canin principle be made up by apharmacist under
the directions of a medicd practitioner. That the product may in practice be sold in a form
suitablefor direct administration does not change thisfact, and therefore as such has no bearing
on the question of whether the dleged invention relatesto acomposition as opposed to adosage
or treatment.

Related to the aboveisthe argument that the claim cannot be readily performed by apharmacist
or medica practitioner because dl prior art compositions are more dilute, and cannot therefore
be combined to make the more concentrated solution asclamed. Thisisan interesting point, but
agan | do not think it has a direct bearing on the question at issue. In the Stuation where a
medica practitioner may specify aparticular course of trestment in the light of what isknown to
be avalableto treat aparticular disease, | find it difficult toaccept that for the purposes of patent
law adigtinction should be made between concentrations of active ingredients which are more
dilute than those used in earlier treatments and those which are more concentrated.

It followsthat, other thingsbeing equd, the Specification of aparticular concentration and amount
of activeingredient will normaly comprise mere dements of the dosage regime. Something more
is needed before a clam characterised in such a way can be regarded as relating to a new
“composition” worthy of protection under a“Swiss’ dam.

This brings me to the gpplicant’ s argument that the concentration of collegenase in the claimed
injectable preparation has atechnica sgnificance beyond mere specification of adose. Dr Liles
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submitted to methat thisis because to inject the claimed amount of collagenase using the more
dilute prior art compositions would involve too large atotal volume to be feasibly injected into
the penis. Although thisfactor on itsown might not be sufficient to justify aconcdusion favourable
to the applicant, he also submitted that the very high concentrations described in the application
would previoudy have been thought to cause undesirable sde effects. Thusthe compaosition now
clamed fdll outsde the range of what would be have been reasonably considered by amedical
practitioner when specifying a dose according to the prior art. Moreover, the invention as
clamed had been shown to have sgnificant new therapeutic effects in that it had benefited
patients with severe disease who had not responded to the prior art treatment even after
repeated injectionsinvolving tota accumul ated doses gpproaching those specified in the present

goplication.

| believe this part of the argument has greater merit. The distinction over the prior art isclearly
more than smply one of dose, Snce smilar totd doses administered using more dilute

compoasitions do not have the same effects. In the Merck case, adminigration of asinglelarge
dose (as opposed to anumber of smaller dosesover aperiod of time) was consdered ill to be
within the ambit of amethod of therapy, but the Stuation here is distinguished by the practica

limitation on the volume which can be ddlivered in one injection coupled with the dleged prior
prejudice againgt using very high concentrations. This combination of factorswas not presentin
Merck. Althoughinthat case, an argument was dso raised that asingle high dose pill would have
been cons dered unacceptably dangerous, there was held to be insufficient evidence to support
this contention (paragraphs 88-92). In contrast, in the present case there areindicationsfrom the
prior art documents that collegenase was and is regarded as a powerful and potentidly
destructive substance and must be treated with care when injected into such asengtive part of
the body. Given the ex partenature of the proceedings, | am prepared to givethe gpplicant the
benefit of the doubt on this point and therefore to conclude that on balance there was likely to
have been, a the time of making the invention, ared pregjudice againg the use of the daimed
concentration of collagenase.

Furthermore, in Mer ck, acons deration wasthat the claim covered not only adose comprisng a
sangle pill containing 70mg of active ingredient, but aso the adminigration of multiple (prior art)
pills to achieve atota 70mg dose. As mentioned above, the smultaneous adminigtration of

multiple doses of prior at compositions is not an option in the present case. Taking dl this
together, 1 do ot fed that it is reasonable to come to the conclusion that the matter claimed
amounts to no more than anew dosage regime involving a prior at compostion.

Nevertheless, | haveto say that even taking account of the abovefactors, | consider that overall
the arguments are findy ba anced.

Support
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| should briefly here mention afurther objection that the examiner raised a thelast moment tothe
effect that support in the form of evidence of dinicd tridsis normdly required for Swiss type
clams, and the description of the present gpplication isinsufficient for these purposes asit gives
relatively brief information about the experimentd trestment of only asingle patient and asserts
tha others had dso benefited, without giving detalls. He referred to the judgment in
Prendergast’ s Application [2000] RPC 446, where Neuberger Jsaid (p. 450 lines 16- 18) thet
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it would not be right to dlow Swisstype clamsin relation to “dl sorts of speculative uses for
established drugs and other chemicas without a shred of evidence as to whether they would
work ...”. However thejudgment also makes clear that although tests do haveto be carried out
to support a Swiss claim, these can be, where appropriate, very rudimentary (lines 11-12).

| agree that the present description does not provide detalls of clinicd tridsto the standard that
would be expected for publication in a peer-reviewed journa. However | do not believe that
Prendergast requiresthis. The description containsinformation about the condition of a patient
who has been treated according to the invention and states that others have aso benefited. It
seemsto methat thisis perfectly sufficient in the light of Prendergast, and it isfor thisreason
that | rgjected this particular objection.

Summary and Conclusons
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What | considered important in coming to my decision iswhether the Swiss type claim offered
related to the use of a new “composition” or merdy a method of therapy within the art of the
medica practitioner.

| did not accept that specifying aparticular novel concentration of active ingredient, whether or
not limited by tota dose, will necessarily amount to anew “composition” for these purposes.

Nor did | accept that specifying aconcentration whichisgreater thanisdisclosed in the prior art
will necessarily be outside the scope of themedica practitioner’ sart Smply becauseit cannot be
made readily from prior art compositions. On the contrary, | believe that specifying the doseto
be ddlivered and the concentration of activeingredient doesin principleliewithin theambit of the
medicd practitioner’ s art. These are parameters which can be specified in a prescription to be
meade up by a pharmacit.

Nevertheess, the following factors led me to the conclusion that on the facts of this case, the
invention does amount to more than a mere dosage regime and is therefore entitled to be
covered by a“Swiss’ clam:

The substantia difference between the concentrations specified in the candidate claim and
those of the prior art, and the fact that the required dose could not in practice be delivered
through adminigration to the patient of prior art compositions;

My finding that there would have been aprg udice a the time of making theinvention againgt
the use of the claimed compasition because it might have been expected to produce harmful
Sde effects;

Thefact that the composition is successful in treating certain patients who derive no benefit
from the more dilute compositions of the prior art.

A CHOWARD
Deputy Director acting for the Comptroller



