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FEDERAL COURT OF JUSTICE 

IN THE NAME OF THE PEOPLE 

JUDGMENT 

X ZR 148/11 

Pronounced on: 
19 April 2016 
Anderer 
Judicial Secretary as 
Clerk of the court 
registry 

in the patent nullity proceedings 

Zöliakiediagnoseverfahren/ 
Celiac disease diagnostic procedures 

 

EPC Art. 52(1), Art. 56; Patent Act Sec. 1(1), Sec. 4 

a) A method for the detection of a specific antigen-antibody reaction (here: 
antibody against tissue transglutaminase) is not affected by novelty by a prior 
publication in which a specific immune reaction (here: for the diagnosis of celiac 
disease) is described, but neither antigen nor antibody are characterized in 
more detail. 

b) The fact that two antigens are described as identified in a summarizing interim 
report (abstract) on research work that has not yet been completed does not 
necessarily suggest to the skilled person interested in the development of a 
sufficiently specific immunoassay to make an effort to follow up the reported 
research results. The skilled person's expectation of success may also be 
influenced by the extent to which the information in the abstract allows him to 
assess the appropriateness and reliability of the experimental design and 
performance and the reproducibility of the reported results. 

Federal Court of Justice, judgment of 19 April 2016 - X ZR 148/11 – 
Federal Patent Court 
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The X. Civil Senate of the Federal Court of Justice, following the oral hearing on 19 

April 2016, attended by the presiding judge Prof. Dr. Meier-Beck, the judges Dr. 

Grabinski and Hoffmann, the judge Schuster as well as the judge Dr. Deichfuß 

ruled that: 

On appeal by the defendant the judgment of the 3. Senate (Nullity 

Senate) of the Federal Patent Court of 28 June 2011 is amended. 

The action is dismissed. 

The costs of the legal dispute shall be borne by the plaintiff. 
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Facts of the case: 

1  The defendants are the proprietors of European patent 912 898 (the 

patent in suit), which was granted with effect in the Federal Republic of 

Germany, was filed on 14 July1997, claiming a German priority of 18 July 1996, 

and relates to an immunological method for the diagnosis or therapeutic control 

of sprue or celiac disease. The patent in suit comprises nine claims, of which 

claim 1 reads as follows:  

"A method for the diagnosis or therapeutic control of sprue or 

celiac disease, characterized in that antibodies against tissue 

transglutaminase (tTG) are detected from body fluids by an 

immunoreaction with tissue transglutaminase (tTG), its 

immunoreactive sequences or analogs, wherein the 

immunoreaction is not performed with a tissue section of an animal 

or human tissue."  

2  The plaintiff has argued that the subject matter of the patent-in-suit, in 

particular claims 8 and 9, is not sufficiently clearly disclosed for a skilled person 

to carry it out. In addition, it argued, there was a lack of patentability. The 

plaintiffs opposed the action and, in the alternative, defended the patent in suit 

in the form of five auxiliary requests. The Patent Court declared the patent in 

suit to be null. The defendants have appealed against this decision and are 

pursuing the motion to dismiss the action and the auxiliary claims in the first 

instance. The plaintiff opposes the appeal.  

3  As court expert, Prof. Dr. Dr. S. B. , provided a written expert opinion 

which he explained and supplemented during the oral proceedings. 
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Grounds of the decision: 

4  The defendant's admissible appeal is also successful on the merits.  

5  I. The patent in suit concerns a method for the diagnosis or therapy 

control of celiac disease or sprue (hereinafter only: celiac disease).  

6  According to the explanations in the patent specification, small intestine 

biopsy was the "gold standard" for the diagnosis of celiac disease and for 

monitoring the course of a gluten-free diet at the time of priority. Increasingly, 

however, non-invasive methods of diagnosis based on immunological markers 

were gaining in importance. Since the sera of celiac disease patients contain 

antibodies (immunoglobulins) of classes A (IgA) and G (IgG), which are directed 

against gliadin on the one hand and against an autoantigen of the endomysium, 

a special connective tissue, on the other, the sera could be tested by enzyme-

linked immunosorbent assay (ELISA) for IgG and IgA antibodies against gliadin 

and by indirect immunofluorescence for IgG and IgA antibodies against 

endomysium. While antibodies against gliadin are not specific enough for celiac 

disease, high sensitivity and specificity are reported for IgA antibodies against 

endomysium. However, for immunofluorescence detection, esophageal 

sections from primates would be required, which would be too laborious as a 

general screening method, would be subject to subjective evaluation, and would 

not allow the detection of celiac disease patients with IgA deficiency (paras. 9 

and 13).  

7  According to the further explanations in the patent specification in 

dispute, no non-invasive, specific, quantitative, fast, easy and inexpensive 

detection test for celiac disease and its therapy control exists (para. 14), which 

designates the technical problem underlying the invention. 

8  In order to provide such a test, patent claim 1, as granted, proposes the 

following method, which, following the judgment under appeal, can be structured 

as follows:  

1. The method is used for the diagnosis or therapy control of 

celiac disease.  

2. Antibodies against tissue transglutaminase (tTG) are 
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detected from body fluids.  

3. The detection is performed by an immune reaction with  

3.1 Tissue transglutaminase (tTG),  

3.2 immunoreactive tTG sequences or  

3.3 analogues  

4. The immunoreaction is not performed with a tissue section 

of an animal or human tissue.  

9  An analog in the sense of feature 3.3 is an antigenic structure (such as 

of a polypeptide or protein) that immunoreacts with receptors of antibodies 

against tissue transglutaminase from body fluids and thereby detects them. This 

is obvious to the skilled person, who - in accordance with the statements in the 

contested judgment - is to be regarded as a graduate chemist with a doctorate 

in biochemistry, a graduate biomechanist with a doctorate or a graduate 

biologist with special knowledge and experience in the field of immunology and 

in the field of protein processing, who is involved and familiar with the 

development of immunoassays or of immunoreagents, if he/she is aware that in 

the other two variants of the method according to the invention the anti-tTG 

antibodies are detected from body fluid by an immunoreaction with tissue 

transglutaminase or immunoreactive sequences thereof. Accordingly, an analog 

of such sequences according to the third variant of the method according to the 

invention must likewise have this property. This understanding of patent claim 1 

is supported by the description of the patent in suit, according to which tTG 

analogues are understood to be all antigenic structures which enter into an 

immune reaction with antibodies against tissue transglutaminase, such as 

synthetic peptides (para. 20).  

10  II. The Patent Court found the subject matter of the patent in suit to 

be unpatentable and gave the following main reasons for its decision: 

11  In assessing the patentability of the claimed method, in the view of the 

skilled person it is not the enzymatic function or the origin of the reagents used 

that is important, but only the immunological ability of the reagent to form a 

detectable immune complex with the antibodies formed against tissue 

transglutaminase present in the serum of celiac disease patients. Accordingly, 
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analogues of tissue transglutaminase are to be understood as all antigenic 

structures or substances (peptides and proteins) containing them, which are 

capable of entering into an immune reaction with anti-tTG antibodies of any 

origin or of forming an immune complex.  

12  The subject matter of claim 1 in the granted version of the patent in suit 

thus lacked novelty. Already by the publication of Mäki, Hällström and Marttinen 

("Reaction of human non-collagenous polypeptides with coeliac disease 

autoantibodies"; The Lancet 338 [1991], 724 et seq. K3) and the further 

publication of the authors Marttinen and Mäki ("Purification of Fibroblast Derived 

Celiac Disease Autoantigen Molecules"; Pediatric Research 34 [1993], 420-423 

K4) the method according to the invention is anticipated. In citation K3, purified 

non-collagen derived polypeptides from fibroblasts of fetal lung tissue were 

described which specifically reacted with autoantibodies from celiac disease 

patients. These autoantigenic polypeptides specifically bound to autoantibodies 

against reticulin (ARA) and endomysium (EMA). The immune complex 

formation thus described in K3 would represent an immunodiagnostic method 

for determining celiac disease. Similarly, autoantigenic polypeptides of celiac 

disease purified from human fibroblasts were described in K4, which bound to 

IgA antibodies from serum of celiac patients due to their immunological function. 

In any case, the polypeptides revealed in K3 and K4 are tTG analogues. For the 

presence of correlating test results obtained with endomysial tissue sections on 

the one hand and isolated autoantigens of celiac disease on the other hand 

meant nothing else than the presence or absence of IgA and/or IgG antibodies 

against tissue transglutaminase.  

13  The method according to claim 1 was also disclosed by the German 

published application 195 20 480 (K5) - to be used only for the novelty test 

according to Art. 54(3) EPC. K5 described an ELISA for the diagnosis of celiac 

disease by the detection of antibodies in body fluids. Antigenic polypeptides 

from monkey small intestine, from rat liver and/or from sheep lung and thus no 

tissue sections were used as immunodiagnostic reagents, whereby the 

presence of antibodies specifically bound by these antigens correlated with the 

presence of anti-endomysium antibodies. This meant nothing other than the 

presence or absence of IgA and/or IgG antibodies against tTG, their 
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immunoreactive sequences and analogues in the body fluids examined, 

regardless of how this comparison between endomyseal tissue and 

autoantigens isolated from it was carried out.  

14  The method according to the invention is also not new compared to the 

abstract of Dieterich et al. (Gut, 4th United European Gastroenterology Week, 

17-21 September 1995, A 76 f., Abstract 773 K6), which can be traced back to 

the inventors, among others. According to its title, K6 already concerned the 

characterization of autoantigens of celiac disease with the aim of detecting 

antibodies of celiac disease patients directed against these antigens from 

extracellular matrix (ECM) of endomysium. Specifically, two native celiac 

disease antoantigens with molecular weights of 90 and 300 kDa had been 

isolated and partially characterized from the human fibrosarcoma cell line HT-

1080 after immunoprecipitation with IgA antibodies from sera of celiac disease 

patients. The immunoprecipitation of IgA antibodies with culture medium as well 

as cell lysate of HT-1080 used in this process had included all steps of an 

immunoreaction and thus of a diagnostic procedure. The 90-kDa band as well 

as the 300-kDa fraction had shown at least one autoantigenic protein of celiac 

disease, which immunoprecipitated with antibodies of celiac patients directed 

against endomysium or the extracellular tissue matrix, respectively, and thus 

correlated in its immunological function with the tissue transglutaminase 

localized in the endomysium. 

15  Even if the detection method according to the invention should not have 

been fully disclosed in citations K3, K4 and K6, it had in any case been 

suggested by these writings. The skilled person had reason to choose each of 

these publications as a starting point for solving the task of providing a non-

invasive, specific, rapid and inexpensive immunological test for the detection of 

celiac disease, because the writings each refer specifically to the diagnosis of 

celiac disease in correlation to endomysial tissue sections as a reagent. This 

also applies to K6, because its title already indicates not only the 

characterization of the autoantigens of celiac disease, but also the 

immunological relevance for the diagnosis of celiac disease. Based on the 

reference in the abstract to the diagnosis of celiac disease based on the 

detection of endomysium by means of corresponding tissue sections as a 
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diagnostic reagent, the skilled person also had reason to to choose K6 as the 

starting point for his work on an immunoassay for celiac disease and to consider 

these two antigens as reagents for the detection of specific antibodies in the 

body fluids of celiac disease patients, because HT-1080 is a fast-growing, 

publicly available and standardized cell line. Based on the information in K6, the 

skilled person not only succeeded in growing human fibroblasts of the HT-1080 

cell line, but also in purifying the two proteins with autoantigenic properties 

identified in K6. It had been obvious to use these proteins in a common 

immunological procedure such as an ELISA with patient sera for the diagnosis 

of celiac disease.  

16  The reworking of the teachings of K6 to provide both autoantigenic 

proteins identified there posed no problems for the skilled person. This also 

applied to the performance of immunoprecipitation. A preference for one of the 

two usual methods of immobilization of antibodies (by affinity binding or by 

covalent binding) does not emerge from K6, and therefore also not necessarily 

a preference for affinity binding via Sepharose protein A. The choice and even 

a possibly necessary performance with IgA antibodies immobilized according to 

both methods does not overtax the skilled person who always has the goal 

verifiably in mind by means of comparative tests. Also the presence of two 

proteins with autoantigenic properties does not pose difficulties for the skilled 

person, because both are clearly described in the K6 and are localized 

differently. In contrast, the expert opinion of the Italian court expert Dr. C. G. 

from patent litigation before the Tribunale di Roma concerning the Italian part of 

the patent in suit clearly understated the knowledge and skill of the skilled 

person.  

17  III. The assessment of the Patent Court does not stand up to scrutiny 

in the appeal proceedings. 

18  1. The process teaching of patent claim 1 as granted is new.  

19  a) It is not anticipated by K3 and K4. It is true that K3 describes six 

purified non-collagenous polypeptides derived from fibroblasts of fetal lung 

tissue with a molecular weight of 18.5 to 37 kDa that react specifically with 

autoantibodies from celiac disease patients. However, it is not disclosed that 
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these polypeptides are tissue transglutaminase or immunoreactive sequences 

thereof. Consequently, the citation also does not disclose that the polypeptides 

identified by molecular weight have epitopes that immunoreact with receptors of 

anti-tTG antibodies. The same is true for the four noncollagenous and purified 

polypeptides with molecular weights ranging from 17 to 39.5 kDa described in 

K4, which were derived from fetal lung tissue. These were also found to react 

specifically with autoantibodies from patients with celiac disease, without any 

indication in the citation that the polypeptides are precisely tissue 

transglutaminase, immunoreactive sequences thereof, or antigenic structures 

that react immunologically with anti-tTG antibodies. Moreover, neither of the 

prior publications discloses a method used to diagnose or monitor therapy for 

celiac disease. 

20  Contrary to the opinion of the Patent Court, it is not sufficient for an 

anticipation of the teaching according to the invention that the polypeptides 

found may have comprised immunoreactive tTG sequences or analogues. For 

claim 1 is not directed to tissue transglutaminase, immunoreactive sequences 

thereof or analogs, but to a method in which antibodies to tissue 

transglutaminase are detected. However, a method for detecting antibodies to 

tissue transglutaminase is not disclosed if neither antigen nor antibody is 

identified and therefore anti-tTG antibodies are not detected, but only a celiac-

specific immune response is detected.  

21  b) The method teaching of patent claim 1 as granted is also not 

apparent from K5, which is to be taken into account for the novelty test according 

to Art. 54(3) EPC. According to this, it is true that a test for the diagnosis of 

celiac disease on the basis of the determination of antibodies in sera of patients 

with celiac disease is proposed, in which antigenic polypeptides from monkey 

small intestine, from rat liver and/or from sheep lung are used as 

immunodiagnostic reagents. However, K5 also does not disclose that these 

polypeptides are tissue transglutaminase, immunoreactive sequences thereof, 

or antigenic structures that react immunologically with anti-tTG antibodies.  

22  c) Finally, the method according to the invention is also new 

compared to the summary (abstract) K6 which goes back to the inventors of the 

patent in suit, among others. In K6 it is indeed stated that using the 
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mesenchymal human cell line HT-1080 and by means of immunoprecipitation 

two native autoantigens of celiac disease with an apparent molecular weight of 

90 kDa (cell-associated) and of 300 kDa (released into the medium) had been 

identified. However, the proteins are not characterized in detail, and no 

procedure is shown that serves to diagnose or monitor therapy for celiac 

disease. Thus, it remains open whether one of the two autoantigens described 

as "identified" is suitable for inducing an immune reaction in the context of such 

a diagnostic or therapy control procedure.  

23  2. The method teaching of patent claim 1 is also based on an 

inventive step, because it did not result in an obvious way from the state of the 

art for the skilled person. 

24  a) The Patent Court cannot be supported in the assumption that the 

skilled person, who at the priority date was striving to develop a non-invasive, 

specific and sensitive detection test for celiac disease, chose K6 as the starting 

point for his work. The hearing and the taking of evidence did not provide 

sufficient evidence that the skilled person had reason to start his efforts in the 

expectation of being able to rework the results reported in the abstract and in 

this way to get his hands on an autoantigen suitable for the development of a 

detection method (cf. on the sufficiently substantiated expectation of success as 

a criterion for assessing inventive step Federal Court of Justice, judgment of 15 

May 2012 X ZR 98/09, GRUR 2012, 803 marginal no. 46 Calcipotriol 

monohydrate), to focus on the identification of the proteins designated in the K6 

only by their molecular weight.  

25  (1) The abstract notes by way of introduction that the molecular 

mechanisms are still unknown, although gliadin appears to be involved in the 

pathogenesis of celiac disease. In addition, celiac disease appears to be 

associated with intestinal T-cell lymphomas. The serum of untreated patients 

contained IgG and IgA antibodies that reacted with the extracellular matrix 

(ECM) of normal human cells. For celiac diagnosis, antibodies against 

endomysium, reticulin, and gliadin would be detected by indirect 

immunofluorescence or ELISA. In particular, the IgA endomysium antibody is 

highly sensitive and related to the active phases of celiac disease, he said. 

However, to date, the target antigens have not been identified, possibly because 
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they are not detectable by Western blot methods. In this respect, the state of 

the art is reproduced as it was known to the skilled person in particular from 

citations K3 and K4.  

26  (2) The abstract then reports that for the purpose of identifying ECM 

antigens, HT-1080 cells from human fibrosarcoma were metabolically labeled 

with S-methionine and the culture medium and cell lysate were 

immunoprecipitated with IgA antibodies from celiac disease patients. SDS-

PAGE/authoradiography had identified two proteins with an apparent molecular 

weight of 90 kDa (cell-associated) and a molecular weight of 300 kDa (released 

into the medium). Sufficient amounts of the proteins are currently being isolated 

to obtain primary sequence information, it said. In conclusion, it is reported that 

two native autoantigens of celiac disease have been identified using the 

mesenchymal human cell line HT-1080 and by immunoprecipitation.  

27  (3) The citation K6 thus contains the claim that it has now been 

possible to identify two native autoantigens of celiac disease. However, the 

skilled person did not receive any further information from the abstract on the 

basis of which he could assess whether this claim was actually true (which was 

objectively not or only partially the case, since it was later shown that one of the 

two alleged autoantigens of celiac disease was fibronectin). Since it is stated 

that sufficient quantities of the proteins are currently isolated for the 

determination of the primary sequence, it becomes immediately clear that there 

could be no question of an identification of two native autoantigens in the strict 

sense; the forensic expert accordingly speaks vividly in his written expert 

opinion that the authors went "very far out on a limb" with this remark. In the 

obviously meant broader sense, the identification of celiac disease specific 

antigens had already been reported in K3 and in K4 ("We have identified 

extracellular matrix noncollagenous protein molecules that specifically react 

with CD patient sera IgA", K4 p. 420 left column), without such antigens having 

actually been characterized in more detail so far.  

28  (4) This circumstance is all the more serious because K6, in 

accordance with its character as an abstract and a kind of "interim report" on 

the results achieved so far in the estimation of the authors, did not provide any 

details on the design and conduct of the investigations. Accordingly, the "interim 
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report" could not have been the subject of a critical examination for compliance 

with scientific standards, as was to be expected for an "original paper", and from 

the fact that a promising result was announced, it could therefore not be 

concluded that this result could actually be verified. Moreover, the skilled person 

who wanted to rework the procedural steps would have had to first determine 

the concrete conditions for experimental setup and execution himself and thus 

run the risk of arriving at different results than those stated in K6, also due to 

deviating conditions.  

29  In addition, the abstract contains only little information also with regard to 

the results of the performed procedures. Neither the mentioned autoradiography 

of the immunoprecipitated cell lysate from HT-1080 cells after separation by gel 

electrophoresis is reproduced in the K6, nor does the abstract contain more 

detailed information on the reactivity of the antigens with the sera of celiac 

patients. In addition, information is lacking on whether the reported reactivity of 

the proteins with molecular weights of 90 and 300 kDa with celiac sera was 

validated by lack of reactivity with sera from healthy adults or patients with other 

diseases. 

30  (5) In the case of the immunoprecipitation of the cell lysate obtained 

from the HT-1080 cell line with IgA antibodies from patients with active celiac 

disease proposed in K6 for the identification of the target antigens, it was 

furthermore not foreseeable for the skilled person whether he could reproduce 

the target antigens with a sufficiently assured prospect of success and in the 

required quantities due to the polyclonality of the patient sera. Since polyclonal 

sera, unlike a defined monoclonal antibody, are usually directed against 

different epitopes, he had rather to reckon with a range of reactivities or, if 

applicable, cross-reactivities that differed from patient to patient. It was therefore 

not improbable that reworking the procedure described only in general terms in 

K6 would precipitate more than one protein with 90 or 300 kDa or, in other 

words, would also yield antigens completely different from the target antigens, 

especially since the gel electrophoresis proposed in K6 was able to detect 

precisely very small amounts of precipitated protein. This risk was not eliminated 

by the fact that the two target antigens in K6 are characterized by their molecular 

weights of 90 and 300 kDa, because such weights are not sufficient as a sole 
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criterion to reliably identify proteins.  

31  (6) Against the assumption that the citation K6 provided the skilled 

person with a sufficiently substantiated expectation of success, it further speaks 

against this background that the K6 does not substantiate why no healthy 

human tissue was chosen as starting material from which the autoantigens were 

supposedly obtained, but rather the cell line HT-1080 from human fibrosarcoma, 

which was already more than 20 years old at the time of priority.  

32  According to the convincing explanations of the court expert, for the 

skilled person who wanted to develop a specific and sensitive test for the 

diagnosis of celiac disease by immune reaction, the selection of the right starting 

material (resource) for obtaining the antigen needed for a bioassay was of great 

importance. In this context, the primary choice for him was human tissue 

material, which ideally, but not necessarily, comes from small intestine samples. 

Accordingly, also in scientific publications from the last five years before the 

priority date of the patent in suit, human tissue is used as a resource for the 

immune reaction with autoantibodies from celiac disease patients, as in the 

publications by Mäki/Hällström and Marttinen and Marttinen and Mäki (K3 and 

K4) fetal lung tissue and in a study report by Volta et al. ("IgA anti-endomysial 

antibodies on human umbilical cord tissue for celiac disease screening. Save 

both money and monkey," Digestive diseases and sciences. 1995, 1902 ff; see 

also patent in suit, para. 9) human umbilical cords. Only in the German 

published application K5, filed before the priority of the patent in suit but not 

published, the use of monkey small intestine from rhesus monkey or orangutan, 

rat liver or sheep lung is suggested. It is true that the HT-1080 cells from 

fibrosarcoma selected in K6 for immunoreaction with IgA antibodies are also 

human cell material. However, the fact that they are tumor cells and the skilled 

person would only have used such modified cells as starting material for the 

target antigen for the immunological detection of celiac disease if it had been 

ensured that with the tumor property of the cells - compared to healthy human 

tissue - no complications were to be expected with regard to the targeted 

immune reaction. However, the fact that this had been verified, for example by 

appropriate test procedures (cf. the post-publication Dieterich, Ehni, Bauer, 

Donner, Volta, Riecken and Schuppan in Nature Medicine 1997, 797, left 
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column, last paragraph - K83), was not apparent to the skilled person either from 

general technical considerations or from the K6 itself, in which the selection of 

HT-1080 cells from fibrosarcoma as a resource is not justified. Objections to the 

use of HT-1080 cells as starting material also followed from the fact that, at the 

priority date of the patent in suit, the cell line in question was more than 20 years 

old and had already been passaged many times. The advantage associated 

with the human fibrosacoma cell line HT-1080, that due to the proliferation 

capacity of the cell line potentially an arbitrarily large cell quantity was available 

for sequencing the isolated and purified IgA-reactive antigens, was of no 

importance for the selection decision as long as its basic suitability for a reaction 

with IgA antibodies in patient serum was not sufficiently clarified, and the skilled 

person could not find anything on this in K6. 

33  The lack of a justification for the decision to choose HT-1080 cells as 

starting material was also not compensated by the fact that among the six 

scientists listed as authors of K6, Umberto Volta is named in fourth place, who 

had already appeared as co-author of the (above-mentioned) study report 

published in 1995 as well as of a large number of further publications in this 

field. Even if Professor Volta, as the plaintiff submits, may have been one of the 

world's leading opinion leaders in the field of immunology of celiac diseases at 

the priority date of the patent in suit, it would have been purely speculative from 

a technical point of view to draw conclusions from his naming as co-author of 

the abstract as to the reliability of the results reported therein.  

34  (7) Another argument against the choice of K6 as a starting point for 

the development of an immunoreactive method for the detection of celiac 

disease was that, from the point of view of the skilled person at that time, a 

comparatively promising approach was available with K3/K4. In the abstract of 

K4 it is reported (with reference also to the results of K3) that a total of eleven 

purified and molecular weight determined autoantigen polypeptides from the 

non-collagenous matrix zone of fetal lung tissue had been "discovered", which 

had reacted with IgA serum from celiac disease patients. Thus, although IgA 

sera from different celiac patients were also used for immunoprecipitation in the 

K3/K4, the reproducibility of autoantigens in sufficient quantity and purity was 

just as difficult to assess as in the K6 because of polyclonality. However, 
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compared with K6, K3/K4 had the advantage that noncarcinogenically modified 

human tissue was chosen as starting material. In the K3/K4, moreover, the 

procedure for the identification of the autoantigens is described concretely in its 

individual steps (cf. in K4, p. 420 r. sp. under "Materials and Methods") and 

results (K4, p. 421 under "Results"; for the reactivity of the 11 "discovered" 

autoantigen polypeptides, cf. also K4, Figures 3 and 4). It can also be inferred 

from K4 that the antigenic specificity of the polypeptides had been confirmed by 

ELISA using ten children with untreated celiac disease and ten test subjects 

without celiac disease (K4, p. 422, left-hand column, penultimate full 

paragraph). All of this information not only facilitated the skilled person's 

practical reworking of the described procedures, but also gave him greater 

confidence that he would be able to successfully rework the procedures. The 

rather short time span of two years between the publication of K4 in 1993 and 

K6 in 1995 did not stand in the way of this expectation of success, especially 

since the priority date of the patent in suit was only a little less than a year later.  

35  The legal availability of the starting material disclosed in K3/K4 (fetal lung 

tissue) was not excluded by the "Guidelines on the Use of Fetal Cells and Fetal 

Tissue" published in 1991 by the Central Commission of the German Medical 

Association for the Preservation of Ethical Principles in Reproductive Medicine, 

Research on Human Embryos and Gene Therapy. The guidelines do provide in 

No. 4.8 that experimental research and curative experiments involving studies 

on or with fetal cells or fetal tissues must be submitted to a public ethics 

committee for evaluation and that the ethics committee must satisfy itself, 

among other things, that the desired findings cannot be obtained in any other 

way (Deutsches Ärzteblatt 88, issue 48, November 28, 1991, A-4296, A-4298, 

No. 4.8 K81). However, these conditions are not met in the present case, 

because the skilled person, from the point of view of the time, considered the 

approach to a procedure for the diagnosis of celiac disease generally described 

in K6 as less promising than the one pointed out in K3/K4. 

36  b) Based on K3/K4, the teaching of claim 1 of the patent in suit was 

not obvious. According to these citations, a protein complex was synthesized 

and secreted from fetal lung tissue which reacted with IgA from celiac patients 

and from this a total of eleven monocomponent polypeptides with a molecular 
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weight of 17 to 39.5 kDA were identified which reacted with IgA from serum of 

children with celiac disease (K4, p. 420, lefthand panel). No suggestion to 

search for tissue transglutaminase, a sequence of the same, or an analog was 

apparent from this. In addition, K4 states with regard to a previous scientific 

publication that the epithelial, extracellular 90-kDa glycoprotein described there, 

extracted from a rare skin tumor, does not appear to be the antigen recognized 

by anti-reticulin antibodies (ARA) (K4, p. 422, r. sp. below). Admittedly, this does 

not indicate the reactivity of the protein with anti-endomysium antibodies. 

However, a motivation to research in this direction did not follow from this either. 

Rather, the skilled person was prompted by K3/K4 alone to direct his research 

toward the eleven identified monocomponent polypeptides with the molecular 

weights of 17 to 39.5 kDa mentioned above.  

37  IV. Without success, the plaintiff further contends that the subject 

matter of claims 8 and 9 is not sufficiently clearly and completely disclosed for 

a skilled person to carry it out.  

38  According to the case law of the Senate, it is sufficient if a reworkable 

way of carrying out the invention is disclosed to the skilled person (Federal Court 

of Justice, judgment of 11 May 2010 X ZR 51/06, GRUR 2010, 901 marginal no. 

36 Polymerizable cement mixture; judgment of 10 November 2015 X ZR 88/13, 

marginal no. 24). This is the case here with respect to claims 1 to 7, since the 

description of the patent in suit discloses to the skilled person a protein with the 

enzymatic function of a transglutaminase from the liver tissue of a guinea pig, 

which has been successfully used as a reagent in an immunological method for 

diagnosing and monitoring the course of celiac disease (para. 46 et seq.), as 

the Patent Court also did not fail to recognize. The description also enabled the 

skilled person to provide or use an orally administered agent for the treatment 

of patients with celiac disease by means of commercially available tissue 

transglutaminase from guinea pigs, as the Patent Court also correctly pointed 

out with respect to claims 8 and 9. The skilled person was thus also able to 

investigate immunoreactive tTG sequences and analogues for a method for the 

diagnosis and therapy control of celiac disease and for their suitability as an oral 

pharmaceutical agent for the treatment thereof. 
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39  V. The decision on costs is based on Sec. 121(2) Patent Act, Sec. 

91(1) Code of Civil Procedure. 

 

Meier-Beck    Grabinski    Hoffmann 

  Schuster    Deichfuß 

 

Previous instance: 

Federal Patent Court, judgment of 28 June 2011 – 3 Ni 10/10 (EU) – 


