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The X. Civil Senate of the Federal Supreme Court at the hearing on October 8,
2024 by the presiding judge Dr. Bacher, the judges Hoffmann and Dr. Deichful3,

the judge Dr. Rombach and the judge Dr. Crummenerl
found to be right:

On appeal by the defendant, the judgment of the 3rd Senate
(Nullity Senate) of the Federal Patent Court of February 1, 2023 is

amended.
The complaint is dismissed.
Orders the plaintiff to pay the costs.

By right



Facts of the case:

The defendant is the proprietor of European patent 1 457 208 (patent in
suit), which was granted with effect for the Federal Republic of Germany on
The application was filed on March 15, 2004, claiming a Danish priority dated
March 14, 2003, and concerns the reliable achievement of a favorable serum

testosterone level.

Claim 1, to which ten claims are related back, reads in procedural
language:

A composition formulated for intramuscular injection comprising a testosterone

ester selected from the group of esters consisting of linear and branched nona-

noates, decanoates, undecanoates, dodecanoates, tridecanoates, tetradecano-

ates and pentadecanoates; and a vehicle comprising castor oil in a
concentration of 25-45 vol% and a co-solvent.

Further claims concern a pharmaceutical formulation specified in more
detail and the use of these products and certain testosterone esters for the

treatment of men with hypogonadism and for contraception.

The plaintiff has argued that the subject matter of the patent in suit is not
patentable. The defendant has defended the patent in suit in its current version

as well as in four amended versions.

The Patent Court declared the patent in suit invalid. The defendant's
appeal is directed against this, defending the patent in suit with its first-instance

requests and two new auxiliary requests. The plaintiff opposes the appeal.

The complaint was originally directed against the company entered in the

patent register as the patent holder at the time.

At the oral hearing before the Senate, the plaintiff claimed against  the
now registered proprietor  instead. The previous and the new defendant

agreed to this.
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Reasons for the decision:

The admissible appeal is well-founded and leads to the dismissal of the
complaint.

l. The complaint is still admissible despite the expiry of the patent in
suit.

The plaintiff must expect to be sued for infringement of the patent in suit
because during the term of the property right it marketed a product which, in its
opinion, the defendant might consider to infringe the patent, and the defendant
expressly stated , after being advised by the Senate, that it would not

waive claims under the patent in suit.
Il. The change of defendant by mutual consent of the parties is effective.

1. in patent nullity proceedings, an arbitrary change of defendant is to be
treated as an amendment to the action. Its admissibility is fundamentally

governed by the general rules of civil procedural law.

Pursuant to Section 263 Code of Civil Procedure (ZPO), this requires the
consent of the new defendant or a declaration of relevance by the court. For the
previous defendant to withdraw from the legal dispute, their consent is also
required after the start of the oral hearing in accordance with Section 269 (1)
Code of Civil Procedure (BGH, judgment of June 28, 2016 - X ZR 50/14 para.
9).

These requirements are met in the case in dispute.
2. The complaint is also admissible after the change of party.

a) With its entry in the patent register, the current defendant has acquired
the passive right to conduct proceedings pursuant to Section 81 (1) sentence 2
PatG (see Federal Supreme Court (BGH), judgment of June 28, 2016 - X ZR
50/14 para. 11).
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b) The consent of the opposing party required in accordance with Section
265 (2) sentence 2 Code of Civil Procedure (ZPO) for taking over the case as

the main party has been granted by the amendment to the action.

Il The patent in suit concerns the reliable achievement of a favorable

serum testosterone level.

1. The description of the patent in suit states that testosterone
preparations have been used in the prior art to treat a deficiency of endogenous
testosterone production (hypogonadism) in men, to alleviate the symptoms of

androgen deficiency and to achieve contraception in men (para. 2).

The treatment customary in the state of the art requires regular
intramuscular injections of testosterone esters at intervals of around two to three
weeks. This is disadvantageous due to the need for frequent visits to the doctor.
In addition, short-term fluctuations in serum testosterone levels may occur

(para. 6).

More recently, the use of testosterone esters with longer aliphatic

chains or higher hydrophobicity has therefore been proposed.

A publication by Behre et al. (Intramuscular injection of testosterone
undecanoate for the treatment of male hypogonadism: phase | studies,
European J. Endocrinology, 1999, 140, pp. 414-419, NiK2) reports on mixtures
of testosterone undecanoate and tea seed or castor oil (para. 9).

A publication by Eckardstein/Nieschlag (Treatment of male hy-
pogonadism with testosterone undecanoate injected at extended intervals of 12
weeks, J. Andrology, 2002, 23, pp. 419-425, NiK3) also reported on the
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treatment with testosterone undecanoate, with four injections at six-week i

ntervals and subsequent injections at longer intervals (para. 14).

Nevertheless, the long-term achievement of reliable serum testosterone

levels in the physiologically favorable range without the need for occasional

monitoring for a broad population is still in need of improvement (para. 15).

2. Against this background, the patent in suit concerns the technical

problem of achieving reliable serum testosterone levels over an extended period

of time.

3. To solve this problem, the patent in suit proposes in claim 1 a

certificate whose features can be structured as follows:

a | A composition formulated for in-
tramuscular injection comprising

Zusammensetzung, die fur das in-
tramuskulare Einspritzen formuliert ist,
umfassend

b |a testosterone ester selected
from the group of esters
consisting of linear and
branched nonanoates,
decanoates, undecanoates,
dodecanoates, tridecanoates,
tetradecanoates and
pentadecanoates;

einen Testosteronester ausgewahlt aus
der Gruppe von Estern bestehend aus
linearen und verzweigten Nonanoaten,
Decanoaten, Undecanoaten, Dode-
canoaten, Tridecanoaten, Tetrade-
canoaten und Pentadecanoaten

¢ | and a vehicle comprising:

und ein Vehikel, das umfasst

d | castor oil in a concentration of
25-45 vol% and

Rizinusol in einer Konzentration von
25-45 Vol.-% und

e | a co-solvent.

ein Hilfslosungsmittel.

4. Some features require further explanation.
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a) The group of esters specified in feature b has carbon chains with nine

to fifteen carbon atoms.

b) The vehicle provided for in feature c is intended for safety and ease of
use. To this end, it should dissolve the testosterone ester and at the same time
bring about the required depot effect (para. 24).

The castor oil specified in feature d as a mandatory component of the
vehicle is suitable for these purposes, but has a high viscosity, which makes it

difficult to administer by injection.

The auxiliary solvent provided in feature e has the function of increasing
the solubility of the ester in the vehicle and reducing the viscosity.
However, it can also lead to an increased diffusion rate of the ester and thus to a
reduced depot effect (para. 25).

c) The proportion of castor oil of 25 to 45 percent by volume specified in
feature d results in the vehicle containing 55 to 75 percent by volume of castor

oil - i.e. more than half - consists of the auxiliary solvent and any other
substances.

aa) Despite this high proportion, the protected composition has a strong
depot effect.

The description describes as possible and particularly preferred a
treatment in which two injections are given at intervals of four to ten
weeks (para. 59) and subsequent injections at intervals of ten to sixteen weeks
(para. 62).

In accordance therewith, claims 15 and 16 provide for a dosage of 500 to

2000 mg and 750 to 1500 mg, respectively, at intervals of six to sixteen weeks.

Claim 1 does not contain any mandatory requirements in this respect.
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bb) As a further advantage of the protected composition, the description
states that physiologically normal testosterone levels in the serum are achieved
within a short period of time after injection (para. 16, 21) and that the level
remains within a physiologically acceptable range even over longer periods of

time (para. 86).

Claim 1 does not contain any mandatory requirements in this respect either.

cc) The description provides for a proportion of the auxiliary solvent of up
to 85% by volume (para. 39). Feature d, on the other hand, sets the maximum

limit at 75% by volume.

At the ratio of 1:1.7 provided for in claim 7, the proportion of the auxiliary

solvent (benzyl benzoate) is about 63% by volume.

d) The description of the patent in suit emphasizes benzyl benzoate as a

particularly suitable auxiliary solvent (para. 37).
Claim 1 does not contain any mandatory requirements in this respect.

e) The compositions described in the description, which are formulated
for intramuscular injection according to feature a, are sterilized in a final

manufacturing step and filtered if necessary (para. 53, 77, 79).

IV. The Patent Court essentially gave the following reasons for its

decision:

The subject-matter of claim 1 was not based on inventive step based on

NiK3 in combination with common general knowledge.

NiK3 describes the treatment of men with hypogonadism with a
composition of testosterone undecanoate (TU) and castor oil. The successful

results of the study motivated the skilled person to form a team of
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a galenician, a medicinal chemist and a urologist with experience in the
development and use of pharmaceutical steroid formulations to determine

further components of the composition.

For this purpose, the skilled person would first try to dissolve the amount
of 1000 mg of testosterone undecanoate specified in NiK3 in 4 ml of pure castor
oil. A complete solution, as indicated by the formulation "dissolved" used in
NiK3, could not be achieved in this way. Furthermore, the viscosity of pure
castor oil is 1000 mPa-s and thus clearly above the viscosity range of maximum

200 mPa-s that is usual for injections.

In order to optimize solubility and viscosity, the skilled person would
consider an additional solvent, especially since all injection preparations of
steroid hormones approved on the priority date would have contained such an
agent. This was also supported by the general knowledge of the skilled person
as described, for example, in the article by Riffkin et al. (Castor Oil as a Vehicle

for Parenteral Administration of Steroid Hormones, in J. Pharmaceutical

Sciences, 1965, 53, p. 891 et seq., NiK4). According to this, vehicles with

castor oil usually contained an additional solvent, for example benzyl benzoate.

Even if the ratio between castor oil and benzyl benzoate in the
formulations (B16, B18) had been 60 to 40 percent by volume, the skilled
person would have examined a dilution series with an increasing proportion of
benzyl benzoate in castor oil, as the plaintiff had simulated in NiK5. He would
have found that the viscosity of vehicles with a predominant volume fraction of
benzyl benzoate could be considerably reduced while maintaining the same
solubility. This motivated the skilled person to also consider such compositions

for the release tests to investigate the depot effect.

A reasonable expectation of success would arise from the fact that, on
the priority date, there were already marketable vehicles with 40 volume percent

castor oil and
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60 volume percent benzyl benzoate, for example in the product Proluton
Depot, which contains the steroid ester hydroxyprogesterone caproate, which is
structurally related to testosterone esters, as can be seen from the article by
Pushpalatha et al. (Effect of prenatal exposure to hydroxyprogesterone on
steroidogenic enzymes in male rats, in Naturwissenschaften, 2003, 90, p. 40,
NiK6). It can be assumed that these vehicles are harmless and could be
suitable for structurally related active substances, especially as they have
interesting solubility and viscosity values. The different indication and the
shorter depot effect of Proluton Depot did not lead away from the consideration
of the vehicle used therein. Each compound has its own characteristics with
regard to the release of the active substance from the muscular depot. On the
other hand, the depot effect of the known preparation with testosterone
enanthate (NiK8, B16) is rather short. Moreover, the problem of pain caused by
high viscosity during intramuscular administration is well known to the skilled
person, for example from the textbooks by Senior/Radomsky (Sustained-
Release Injectable Products, 2000, B7) and Bauer/Fréomming/FUhrer (Lehrbuch
der Pharmazeutischen Technologie, 6th ed. 1999, B14), which is why he tries

to keep the viscosity as low as possible.

V. This assessment does not stand up to review in the appeal

proceedings on one decisive point.

The subject matter of claim 1 is based on inventive step starting from
NiK3.

1. NiK3 reports the results of a phase Il clinical study on the efficacy and
safety of an injectable composition containing testosterone undecanoate
dissolved in castor oil. This composition was administered to seven men with

hypogonadism over a period of 3.2 years (abstract left col.).

NiK3 states that it is known from a previous study that six-weekly

injections of 1000 mg testosterone undecanoate in 4 ml castor oil without
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androgen-dependent functions are maintained without any significant side
effects. As a gradual increase in testosterone levels was observed after four
injections, intramuscular injections at intervals of up to twelve weeks are now
being investigated. The preparation used here, consisting of 1000 mg
testosterone undecanoate in 4 ml castor oil, was provided by J. GmbH & Co.

KG (p. 419, right column, first paragraph; p. 420, left column, first paragraph).

Prior to the first treatment, an initial phase was carried out in the
preliminary study in which four injections were administered at six-week
intervals. Subsequently, the intervals between the fifth and tenth injection were
gradually extended by one to two weeks if a serum testosterone level of more
than 12 nmol/l and subjective well-being were observed before the next
injection. The injections were then administered every twelve weeks (p. 420,
left column, last paragraph). After the thirteenth application, a continuous release
(steady state kinetics) was achieved over twelve weeks (p. 420

transition left/right col.).

Figure 1 below shows the progression of the testosterone level.
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Figure 1. Serum testosterone, free testosterone, DHT, and estradiol in
7 hypogonadal men treated with 1000 mg TU in increasing injection in-
tervals. Values were obtained before injections and are given as means
+ SD. Dotted lines indicate normal limits.

58 In the following Figure 2, the course of the testosterone level after the
single administration of 1000 mg testosterone undecanoate as disclosed in
NiK2 (lower line) is compared with the course after the thirteenth injection of the

study described in NiK3 (upper line).
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Figure 2. Serum testosterone after a single injection of 1000 mg TU in
14 untreated hypogonadal men (Behre et al, 1999) (open circles) and
during treatment with TU for 102 weeks (closed circles). Values are given
as means * SD. Dotted lines indicate normal limits.

NiK3 concludes that the trial confirms that the application period can be
extended to up to twelve weeks once a normal testosterone level has been
reached. However, it is difficult to speculate on the testosterone profiles that
would have been achieved if the treatment had been given at twelve-week
intervals from the start, as all test subjects had already taken part in the earlier
six-week study. Discontinuation of treatment was associated with severe mood
disorders and was therefore not planned (p. 423 right column, last

paragraph).
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The steady-state pharmacokinetics differed considerably from those after
a single injection. The longer half-life of the substance was probably due to the
structural differences between testosterone enanthate (TE) and testosterone
undecanoate. The undecanoate has a longer aliphatic and thus more
hydrophobic side chain (p. 424 left col. para. 2).

In summary, the results of the study showed that testosterone
undecanoate in injectable form represents a highly interesting alternative
to the currently most commonly used injectable preparations (p. 425 left

column).
2. Thus, the subject matter of claim 1 is not fully disclosed.

a) However, as the appeal does not call into question, NiK3 discloses

features a to c.

b) Whether feature e is disclosed does not require a final decision. Even
if this were to be affirmed by the Patent Court, there is no disclosure of the
castor oil content of 25 to 45 percent by volume provided for in feature d, as the

Patent Court did not fail to recognize.

3. Contrary to the opinion of the Patent Court, it was not obvious, on the
basis of NiK3, to use a vehicle containing castor oil in the concentration

provided for in feature d.

a) However, the Patent Court correctly assumed that NiK3 was a suitable
starting point for the search for ways to achieve reliable serum testosterone

levels over an extended period of time.
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aa) NiK3 deals with the aforementioned objective and shows that the
treatment method investigated enables an extension of the treatment period and

leads to continuous release after some time.

This supports the assessment expressed in NiK3 that the preparation

used was an interesting and promising alternative.

All of this prompted us to take a closer look at the approach revealed in
NiK3.

bb) The fact that for testosterone buciclate further advanced clinical trials
were reported, which indicated a possible dosing interval of up to sixteen weeks
(Nieschlag/Behre, in Nieschlag et al., Testosterone, 1998, Chapter 10, p. 298,
Table 10.1 [B1];
Nieschlag/Behre (eds.), Testosterone, 2nd ed. 1998, chapter 11, p. 345 para. 1

and p. 346 [B32]), does not lead to a different assessment.

Even if there was a comparably promising alternative, the approach
revealed in NiK3 remained of interest because it had also already reached an

advanced stage of investigation.

b) The Patent Court also correctly came to the conclusion that, on the
basis of NiK3, there was reason to use a further solvent in addition to castor oil -

and thus an auxiliary solvent within the meaning of feature e.

It remains to be seen whether NiK3 was already aware of  this by
reading along. It arose, as the courts in England and Wales and in the
Netherlands have also ruled (High Court of Justice of England and Wales,
judgment of July 24, 2023, [2023] EWHC 1836 (Pat), B43 para. 300 (Meade J);
Rechtbank Den Haag, judgment of October 3, 2023,
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C/09/653142 | KG ZA 23-730, B49 para. 4.49), in any case with a
supplementary use of the general technical knowledge also established by the

Patent Court in this context.

aa) As the Patent Court rightly assumed, it is not clear from NiK3 whether
the injected composition contains other ingredients in addition to testosterone

undecanoate and castor oil.

This gave rise to an assessment based on specialist knowledge as to
whether the addition of further substances is necessary or at least promises

advantages.

bb) As the Patent Court also rightly assumed, the high viscosity of castor

oil spoke in favor of the use of an auxiliary solvent.

(1) According to the findings of the patent court, which are not challenged
in this respect, this viscosity is far above the value which is usually considered

appropriate for intramuscular injections.

This was a fundamental reason to look for ways to reduce visibility.

The use of an auxiliary solvent was an obvious solution.

(2) The indications contained in NiK3 that the individual injections were
administered slowly in order to prevent pain (p. 419 right column, first paragraph;
p. 420 left column, first paragraph), and that one subject requested very slow
injections in order to avoid discomfort (p. 421 left column, last paragraph), do not

lead to a different assessment.

These statements may indicate a high viscosity of the preparation

used in NiK3. However, in view of the large gap between the viscosity values
usually considered appropriate and the viscosity value of castor oil, they do not
lead to the conclusion that no means of reducing the viscosity have been used at

all.
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cc) The fact that a vehicle containing 15% benzyl benzoate was used in
the study disclosed in NiK2, on the findings of which NiK3 is based (p. 419 right
column, last paragraph; Table 2; Fig. 2), also supports the use of an

auxiliary solvent in the reworking of NiK3.

NiK2 reports on studies on the pharmacokinetics of testosterone
undecanoate after a single injection. For this purpose, the substance was

alternatively dissolved in tea seed oil or castor oil.

The preparation with tea seed oil came from Z.

Corp. (NiK2, p. 414, last paragraph) and contains 15 % benzyl benzoate.
The latter results from the publication by Partsch et al. (Injectable testosterone
undecanoate has more favourable pharmacokinetics and pharma- codynamics
than testosterone enanthate, in European J. of Endocrinology, 1995, 132, pp. 51
4-519 [B4], p. 515, left col., para. 3), to which NiK2 expressly refers (p. 414 right

col. paras. 1 and 3; fn. 8).

There is no comparable information in NiK2 for the preparation with
castor oil. However, neither NiK2 nor other circumstances indicate that tea seed
oil has an even higher viscosity than castor oil. Against this background, there
was reason to provide for the use of an auxiliary solvent such as benzyl

benzoate for this variant as well.

dd) The use of an auxiliary solvent such as benzyl benzoate was also
supported by the fact that preparations approved on the priority date for the
intramuscular injection of testosterone enantate (Testosterone Enantate
Ampoules, SmPC, August 2001 [NiK8]; product information on approval number
PL 16853/0116 [B16] para. 6.1; Testoviron Depot-250 [B40b, B9]; Testoviron

Depot 100mg [B18] section 1.1) also contain this substance.

With these preparations, the physiological level of testosterone can only
be achieved for about eleven days (B16 section 5.2). However, this does not

constitute sufficient reasons to refrain from using benzyl benzoate or another
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auxiliary solvent. Increasing the time between two administrations would be

unattractive if it were associated with unreasonable pain during the injection.

c) The Patent Court also rightly assumed that, based on NiK3, there was
reason to investigate the effects of adding benzyl benzoate using a dilution
series with an increasing proportion of auxiliary solvent and to include the entire

range of possibilities under consideration.

As the Patent Court rightly pointed out, the fact that NiK3 does not
contain any indications as to the concentration of the individual components of
the vehicle and which composition ensures a complete solution of the active
ingredient used spoke in favor of such an investigation. In addition, such a

series of tests was associated with manageable costs.

d) Contrary to the opinion of the Patent Court, however, there was no
sufficient reason to determine the proportion of castor oil in the vehicle within

the range specified in feature d on the basis of NiK3.

aa) According to the case law of the Senate, the requirements for a
reasonable expectation of success, which gives reason to pursue a possible
solution despite the fact that the results cannot be predicted with certainty,
cannot be formulated in general terms. Rather, they depend on the

circumstances of each individual case.

In particular, the field in question, the size of the incentive, the effort
required and the alternatives that may be considered are decisive (Federal
Supreme Court BGH, judgment of January 26, 2021 - X ZR 24/19, GRUR 2021,
696 para. 51 - Phytase; judgment of July 7, 2020 - X ZR 150/18, GRUR 2020,
1178 para. 108 - Pemetrexed II; judgment of April 16, 2019 - X ZR 59/17,

GRUR 2019, 1032 para. 31 - Fulvestrant).
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bb) In the case in dispute, the fact that there were already approved
preparations with testosterone esters and castor oil basically spoke in favor of
assuming the parameters chosen there with regard to the concentration of an
auxiliary solvent and thus a volume proportion of about 40 percent benzyl
benzoate in the vehicle (Testoviron Depot 250 [B40a para. 3], Testosterone

Enantate ampoules, Testoviron Depot 100mg [B18, section 1.1]).

This does not preclude additional considerations and tests, especially
since these preparations contain a different testosterone ester than the
preparation used in NiK3. However, there was only reason to deviate from
already approved preparations in this respect if it was sufficiently probable that

advantages could be expected.

cc) Such advantages could not be inferred from the plaintiff's
investigations described in NiK5 with increasing concentrations of benzyl
benzoate on the solubility of testosterone undecanoate and on the viscosity of

the preparation thus obtained.

According to the test results, which are shown in Tables 2 and 3 below,
sufficient solubility is already achieved at a benzyl benzoate content of 40% by
volume (Table 2). Increasing the proportion of benzyl benzoate to 60 or 80
percent by volume does not lead to any significant changes in solubility, but

does lead to a significant reduction in viscosity (Table 3).



Table 2. Solubllity results after 24 hours of incubation at 37°C.
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Sample Concentration (mg/mL) | RSD %
. 77.7 -
Castor Qil _ 754 76.5 2.1
; 186.1
Castor Oil/Benzyl Benzoate 80/20 1873 186.7 0.4
; 263.8
Castor Oil/Benzyl Benzoate 60/40 2500 256.9 3.8
: 255.3
Castor Oil/Benzyl Benzoate 40/60 247 4 251.3 2.2
2571
Castor Qil/Benzyl Benzoate 20/80 2533 255.2 1.1
X 161.8
Castor Oil/Ethanol 80/20 1512 156.5 4.8
Castor Qil/Ethanol 60/40 442 147.4 3.0
: 150.5
: 161.5
Castor Oil/Ethanol 40/60 154.1 6.8
- 146.8
. 137.0
Castor Qil/Ethanol 20/80 1430 140.0 3.1
Table 3. Viscosity results at shear rate 113s”.
Sample Viscosity (mPaxs) RSD (%)
. 757.0
Castor Oil 7610 759 ) . 0:4
9.1
Benzyl Benzoage 9.0 9 0.3
' 113.0
T 113.0
Castor Oil/Benzyl Benzoate 60/40 112.0 113 0.5
112.0
_ 52.0
. 52.1
Castor Oil/Benzy! Benzoate 40/60 519 52 0.2
51.9
2 28.1
; 28.0
Castor Oil/Benzyl Benzoate 20/80 285 28 0.8
284 '
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The clear advantages in terms of viscosity may have been an argument
for considering the 40/60 mixing ratio. However, contrary to the opinion of the
Patent Court, this aspect is not sufficient to affirm a sufficient likelihood of

success.

A reduction of the viscosity to values below 60 mPa-s, as described as
ideal in the private expert opinion of Prof. Dr. L.
submitted by the plaintiff (NiK12 p. 7), also appeared desirable on the basis of
NiK3. However, as the appeal rightly asserts, this aspect was not at the
forefront of the investigations documented in NiK3. Rather, the primary objective
was to achieve a depot effect that would allow a large time interval between two

necessary injections.

Against the background of NiK3, the ester used and the castor oil disclosed
as a solvent proved to be decisive for this depot effect. As the appellant's reply
rightly asserts in the starting point, it did not necessarily follow from this that the
depot effect documented in NiK3 is impaired by a high proportion of benzyl
benzoate. However, as the appellant's response does not question, the
consequences of such a step could not be reliably assessed without clinical

investigations.

dd) Against this background, there was more to be said for limiting the
proportion of the auxiliary solvent to a value that leads to an acceptable

viscosity value.

According to the test results reproduced in NiK5, this criterion is already
fulfilled with a mixing ratio of 60/40. The value of 113 mPa-s thus achieved is in
the same range a s the preparations with castor oil approved on the priority
date (Test- viron-Depot-250: 121 mPa-s [B40a para. 12]; Proluton-Depot 250
ampoules: 103 mPa-s [B42 para. 12]) according to the private expert reports of
Prof. Dr. D. submitted by the defendant.
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ee) Contrary to the opinion of the appellant's reply, there was no
sufficient reason in this initial situation to conduct parallel clinical trials with

several mixing ratios or at least with the mixing ratios 60/40 and 40/60.

It remains to be seen whether the effort for parallel tests with a single
injection, as described in NiK2, could still be considered appropriate in view of
the existing uncertainties. In any case, it was clear from NiK3 that such tests do
not provide a sufficiently reliable indication of whether the desired depot effect
occurs. In order to obtain sufficiently reliable findings, long-term tests as

described in NiK3 were therefore necessary.

The time and financial resources required for this were not

commensurate with the expected success.

As already explained above, an increase in the proportion of benzyl
benzoate from 40 to 60 percent by volume could only be expected to
result in a significant reduction in viscosity. Even if the associated risk of a
significantly reduced depot effect had not materialized as a result, this
advantage would have been rather small. The possibility that even an improved
depot effect might occur was not ruled out, even according to the appellant's

arguments, but was rather unlikely.

Against this background, there was no reason to take a parallel path in
addition to the path associated with at least the same likelihood of success
from the point of view of the depot effect, which offered only a relatively small

advantage even in the event of success.

ff) Release experiments with a mixing ratio of 40/60 would not have been
necessary even if the depot effect documented in NiK3 had not occurred with a

mixing ratio of 60/40.
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In this case, too, the prospects that an increase in the proportion of
benzyl benzoate would lead to an improved depot effect would have been
slim. In addition, the question would have arisen as to whether the
objective documented in NiK3 could be achieved at all with castor oil and
benzyl benzoate alone or whether additional measures were required that

were not disclosed in NiK3.

gg) Against this background, the fact that the Pro-Luton Depot 250
ampoules, for example, were a preparation with a related steroid whose vehicle
consists of just under 40 percent by volume of castor oil and more than 60

percent by volume of benzyl benzoate, does not lead to a different assessment.

This fact may indicate that there were no fundamental objections to a
higher proportion of benzyl benzoate. However, this did not provide any further
indications as to what effects a higher benzyl benzoate content could have in

compositions with testosterone undecanoate.

e) The formulation protected by claim 1 was also not suggested because
there was reason to also examine the mixing ratio 40/60 for solubility and

viscosity as part of a dilution series.

However, according to the case law of the Senate, a substance claimed
with a patent is already disclosed if there was reason to produce it for the purpose
of an investigation (Federal Supreme Court (BGH), judgment of November 28, 2023
- X ZR 83/21, GRUR 2024, 374 para. 68 f. - Sorafenib-Tosylat).

In the case in dispute, however, the Senate cannot establish that a
mixture of testosterone undecanoate, quinine oil and benzyl benzoate produced
in a dilution series already has all the properties required for a formulation for
intramuscular injection. From the plaintiff's submissions on this - discussed at

the oral hearing
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and taken by the defendant as a reason for additional auxiliary requests, there

are no sufficient indications in this respect.
4. No different assessment is made with regard to the other claims.

VI. the contested decision is not correct in its result for other reasons
(Section 119 (1) PatG).

The subject matter of claim 1 is neither anticipated nor suggested by the

remaining prior art.

1. No further suggestions resulted from NiK2 than from NiK3.

a) NiK2 reports on a phase | study for long-term testosterone
preparations suitable for the substitution therapy of hypogonadal men with a

single intramuscular injection.

aa) NiK2 states that the known prior art preparations are not ideal due to
their kinetics, which lead to supraphysiological or fluctuating testosterone serum
levels, and also due to the need for frequent application (p. 414, left col.,

para. 1).

In tests under the auspices of the World Health Organization (WHO),
testosterone buciclate showed a half-life of 29.5 days instead of 4.5 days for

conventional testosterone enanthate (p. 414 left column below).

Since testosterone buciclate had not been further developed,
testosterone undecanoate had been used for the study, for which a long half-life

had also been demonstrated in monkeys (p. 414 re. Sp. 1. para.).

In Study I, 1,000 mg testosterone undecanoate, dissolved in tea seed oll
(125 mg/ml), was injected in equal amounts into the gluteal muscles of seven

hypogonadal men. In Study II, a product developed by J. GmbH & Co.
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a preparation of 1,000 mg testosterone undecanoate dissolved in castor oil (250
mg/ml) was injected into the gluteal muscle of 14 patients (p. 414 right column,

last paragraph, p. 415 right column).

bb) NiK2 comes to the conclusion that after repeated injections of
1,000 mg, injection intervals of six to ten weeks could be possible. In addition,
there are reasons to assume that treatment with testosterone undecanoate can

be well tolerated for years (p. 418 right col. 2. para.).

The reasons for the longer half-life of testosterone undecanoate
compared to testosterone enanthate is the longer and therefore more
hydrophobic aliphatic side chain, which comprises eleven instead of seven
carbon atoms. The longer duration of action of testosterone undecanoate in
castor oil compared to the same substance in tea seed oil could be due to the
properties of the oils, the different concentrations (125 vs. 250 mg/ml), injection
volumes (4 vs. 8 ml) and types of application (unilateral vs. bilateral) (p. 418 r.

col. last paragraph).
b) NiK2 thus discloses features a to c.
c) In any case, feature d is not disclosed.

d) There are no further suggestions from NiK2 to set the concentration of

castor oil within the range specified in feature d.

NiK2 does point out that further studies with several injections at
injection intervals of six to ten weeks are recommended (p. 418 right col. 2.
para.). However, this does not provide any evidence for the assumption that
increasing the concentration of the adjuvant used could lead to decisive
improvements.

2. No further suggestions arise from other objections either.
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Vi The case is ready for a final decision (Section 119 (1) sentence 2
PatG).

It follows from the above considerations that the complaint is unfounded.

VIII  The decision on costs is based on Section 121 (2) PatG and

Section 91 (1) sentence 1 Code of Civil Procedure (ZPO).

Bacher Hoffmann Deichful®

Rombach Crummenerl

Lower court:
Federal Patent Court, decision of 01.02.2023 - 3 Ni 21/21 (EP) -





