
COST BM0806 – Working Group 1 Report 2010 
 
As the WG1 leader Andras Falus had to retire from his position during 2010 due to health 
problems and the new WG1 leader Hubert Schwelberger was elected just recently and did not 
have enough time to collect all the required information before the deadline, this report for 
2010 is preliminary and a complete report will be prepared for 2011 including the information 
missing in this report for 2010. 
 
WG1 is concerned with Methodological approaches for the investigation of the H4R systems 
including 

- Assessment and validation of existing and novel methodologies (in vivo, in vitro, in situ, in 
silico models; genomic/proteomic/transcriptomic studies; molecular and cellular probes) 
targeting H4R distribution and characterisation 

- Development of assays to identify the qualitative and quantitative modifications in H4R 
expression and distribution in disease states 

- Determination of the optimal experimental conditions for the biochemical and 
pharmacological investigation of the mechanisms associated with H4R function in a range 
of cells and tissues under various environments that define physiology and 
pathophysiology 

- Development and implementation of genomic/proteomic/bioinformatics-based scientific and 
technical tools to initiate the study of the interaction of the H4R with other cellular 
components 

 
In the report period WG1 had 64 members mostly from academia but also from industry. 
There were 29 female members (45%) and 28 ESRs (43%). Below is a listing of action related 
activities of WG1 members in the report period. 
 
COST Meetings 
 
A joint WG1 and WG2 meeting was held on 14 July 2010 in Durham (UK) that was attended by 
ca. 40 participants. The meeting was held in association with the annual MC meeting and the 
Annual Meeting of the European Histamine Research Society. 
 
COST Publications (related to COST BM0806 main topics) 
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Adami M*, Pozzoli C, Leurs R*, Stark H, Coruzzi G (2010) Histamine H3 receptors are involved 

in the protective effect of ghrelin against HCl-induced gastric damage in rats. Pharmacology 
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Bäumer W, Rossbach K (2010). Histamine as an immunomodulator J .Deutsch. Dermatol. Ges. 
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response in yeast. Amino Acids 38:1219–26. 
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H1-receptor agonists and antagonists with the human histamine H4-receptor. Mol. 
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Ghorai P., Kraus A., Birnkammer T., Geyer R., Bernhardt G., Dove S., Seifert R., Elz S., 
Buschauer A (2010) Chiral NG-acylated hetarylpropylguanidine-type histamine H2 receptor 
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Gschwandtner M, Rossbach K, Dijkstra D, Bäumer W, Kietzmann M, Stark H, Werfel  T, and 
Gutzmer G  (2010) Murine and Human Langerhans Cells Express a Functional Histamine H4 
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Gschwandtner, M., Schakel, K., Werfel, T., and Gutzmer, R. (2010). Histamine H(4) receptor 
activation on human slan-dendritic cells down-regulates their pro-inflammatory capacity. 
Immunology. Epub ahead of print DOI: 11/j.1365-2567.2010.03336.x (18. Aug 2010). 



Igel P., Geyer R., Strasser A., Dove S., Seifert R., Buschauer A (2009) Synthesis and 
structure-activity relationships of cyanoguanidine-type and structurally related histamine H4 
receptor agonists. J. Med. Chem. 52: 5297-5313. 

Igel P., Schneider E., Schnell D., Elz S., Seifert R., Buschauer A (2009) NG-Acylated 
imidazolylpropylguanidines as potent histamine H4 receptor agonists: selectivity by 
variation of the NG-substituent. J. Med. Chem. 52, 2653-2627. 

Igel P., Schnell D., Bernhardt G., Seifert R., Buschauer A (2009) Tritium-labeled N1-[3-(1H-
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Kraus A., Ghorai P., Birnkammer T., Schnell D., Elz S., Seifert R., Dove S., Bernhardt G., 
Buschauer A. (2009) NG-Acylated aminothiazolylpropylguanidines as potent and selective 
histamine H2 receptor agonists. Chem. Med. Chem. 4, 232-240. 

Kuder KJ*, T. Kottke*, H. Stark, X. Ligneau, J.-C. Camelin, R. Seifert, and K. Kieć- Kononowicz 
(2010) Search for Novel, Highly Affine Histamine H3 Receptor Ligands with Fluorescent 
Properties.  Inflamm. Res. 59 (Suppl. 2), S247 – S248. 

Kyriakidis DA, Tiligada E (2009) Signal-transduction and adaptive regulation through bacterial 
two-component systems: The Escherichia coli AtoSC paradigm. Amino Acids 37:443–58. 

Kyriakidis K*, Zampeli E*, Tiligada E (2009) Histamine levels in whole peripheral blood from 
women with ductal breast cancer: A pilot study. Inflamm Res 58(S1):73-4. 

Łazewska D., Wiecek M., Ligneau X., Kottke T., Weizel L., Seifert R., Schunack W., Stark H,. 
Kiec-Kononowicz K (2009) Histamine H3 and H4 receptor affinity of branched 3-(1H-
imidazol-4-yl)propyl N-alkylcarbamates. Bioorg. Med. Chem. Lett. 19: 6682-6685  

Lim HD, Adami M, Guaita E, Werfel T, Smits RA, De Esch IJ, Bakker RA, Gutzmer R, Coruzzi G, 
Leurs R (2009) Pharmacological characterization of the new histamine H4 receptor agonist 
VUF 8430. Br J Pharmacol 157: 34-43. 

Melgarejo E, Medina MA, Sánchez-Jiménez F, Urdiales JL (2009) Epigallocatechin gallate 
reduces human monocyte mobility and adhesion in vitro. Br J Pharmacol. Dec;158(7):1705-
12. 

Melgarejo E, Medina MA, Sánchez-Jiménez F, Urdiales JL (2010) Targeting of histamine 
producing cells by EGCG: a green dart against inflammation? J Physiol Biochem. 
Sep;66(3):265-70. 

Melgarejo E, Urdiales JL, Sánchez-Jiménez F, Medina MA (2010). Targeting polyamines and 
biogenic amines by green tea epigallocatechin-3-gallate. Amino Acids. Feb;38(2):519-23. 

Mommert,S., Gschwandtner,M., Gutzmer,R., and Werfel,T. (2010). The Role of the Histamine 
H4 Receptor in Atopic Dermatitis. Curr. Allergy Asthma Rep. Epub ahead of print DOI 
10.1007/s11882-010-0162-7. 

Neumann D., Beermann S., Seifert R (2010) Does the histamine H4 receptor have a pro- or 
antiflammatory role in murine bronchial asthma? Pharmacology 85: 217-223  

Papaioannou G*, Michelis F, Papamichael K*, Karga H, Tiligada E (2011) Lymphocyte 
blastogenesis in patients with thyroid dysfunction: ex vivo response to mitogen activation 
and cyclosporin A. Inflamm Res 60:265-70. 

Papathanassiou M, Giannoulaki V, Zampeli E*, Tiligada E (2010) Effect of aminoguanidine on 
the conjunctival histamine and nitric oxide levels in experimental conjunctivitis J Ocular 
Pharmacol Ther (in press). 

Pino-Angeles A, Morreale A, Negri A, Sánchez-Jiménez F, Moya-García AA (2010) Substrate 
uptake and protein stability relationship in mammalian histidine decarboxylase. Proteins. 
Jan;78(1):154-61. 

Pozzoli C, Adami M, Smits RA, Coruzzi G (2009) Effect of histamine H4 receptor ligands on 
cholinergic neurotransmission of the rat duodenum. Inflamm Res 58 (Suppl 1): 59-60. 
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receptor as a new target for treatment of canine inflammatory skin diseases Vet. Dermatol. 
20, 555-561. 
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Seifert R., Schwartz JC., Stark H (2010) First metal-containing histamine H3 receptor 
ligands. Org. Lett. 12: 2578-2581. 

Sander K*, T. Kottke*, E. Proschak*, Y. Tanrikulu, E. H. Schneider, R. Seifert, G. Schneider, 
and H. Stark (2010) Lead Identification and Optimization of Diaminopyrimidines as 
Histamine H4 Receptor Ligands. Inflamm. Res. 59 (Suppl. 2), S249 – S251. 



Sander K*, T. Kottke*, Y. Tanrikulu*, E. Proschak*, L. Weizel*, E. H. Schneider, R. Seifert, G. 
Schneider, and H. Stark (2009) 2,4-Diaminopyrimidines as Histamine H4 Receptor Ligands 
– Scaffold Optimization and Pharmacological Characterization. Bioorg. Med. Chem. 17, 
7186-7196. 

Sander K*, T. Kottke*, L. Weizel*, and H. Stark. Kojic Acid Derivatives as Histamine H3 
Receptor Ligands. Chem. Pharm. Bull. 2010, 10, 1353-1361. 

Sander K*, Y. von Coburg*, J.-C. Camelin*, X. Ligneau, O. Rau*, M. Schubert-Zsilavecz, J.-C. 
Schwartz, and H. Stark. Acidic Elements in Histamine H3 Receptor Antagonists. Bioorg. Med. 
Chem. Lett. 2010, 20, 1581-1584. 

Schneider E. H., Schnell D., Papa D., Seifert, R.: High constitutive activity and G-protein-
independent high-affinity state of the human histamine H4-receptor. Biochemistry 48, 
1424-1438 (2009). 

Schneider E.H., Schnell D., Strasser A., Dove S., Seifert R.: Impact of the DRY motif and the 
missing "ionic lock" on constitutive activity and G-protein-coupling of the human histamine 
H4 receptor. J. Pharmacol Exp. Ther. 333: 382-392 (2010). 

Schneider E., Seifert R.: Histamine H4 receptor-RGS fusion proteins expressed in Sf9 insect 
cells: a sensitive and reliable approach fort he functional characterization of histamine H4 
receptor ligands. Biochem. Pharmacol. 78: 607-616 (2009). 
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Other Publications (by COST BM0806 members not related to main topics) 
Basler T, Holtmann H, Abel J, Eckstein T, Bäumer W, Valentin-Veigand P, Goethe R (2010): 

Reduced transcript stabilisation restricts TNF� expression in RAW264.7 macrophages 
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Leukoc. Biol. 87, 173-183. 
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regulator and modelling of its binding to DNA. J Mol Graphics  Modelling 29:565-72. 
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COST Reports/Abstracts (related to COST BM0806 main topics) 
Coruzzi G, R. Leurs, H. Stark, and M. Adami. Involvement of Histamine in the gastroprotection 

Induced by Ghrelin in the Conscious Rat. Inflamm. Res. 2010, 59 (Suppl. 4), S357. 
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Tiligada E (2010) Meeting report of the COST action BM0806 ‘Recent advances in histamine 
receptor H4R research’ Inflamm Res 59(Suppl 4):S308–S309 

 
COST Presentations (related to COST BM0806 main topics) 
Adami M*, Pozzoli C*, Smits R, Leurs R*, Coruzzi G* Gastric effects of histamine: any role for 

H4 receptors? 34th meeting of the Italian Pharm Soc, Rimini (Italy), 2009. 
Adami M*, Smits R, De Esch IJ, Leurs R*, Coruzzi G* H4 receptor ligands on rodent models of 

acute inflammation. 39th Annual Meeting of the European Histamine Research Society, 
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Bäumer W, J. Stahl, K. Sande*r, H. Stark, M. Kietzmann, and T. Olivry. Lack of Preventing 
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ligands in the rodent gastric mucosa. 18th United European Gastroenterology Week, 
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Coruzzi G*, Leurs R*, Stark H*, Adami M* Involvement of histamine H3 receptors in the 
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Dymek A, E.Pękala, M.Więcek, T.Kottke, H.Stark, R.Seifert, K. Kieć-Kononowicz. Evaluation of 
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Dymek A, M.Więcek, J.Handzlik, E.Pękala, K.Kieć-Kononowicz. Study on drugability of 
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amines and related endogenous biologically active compounds” 21-23.10.2010, Łódź. 

Fogel WA, K. Kieć-Kononowicz, B.Skrzydło-Radomska, J.Jochem. Histamine H3 rather than H4 
receptors participate In regional blond flow regulation In rat model of ulcerative colitis. 39th 
Annual Meeting of the European Histamine Research Society, Durham (UK), July 13-16, 
2010. 



Gschwandtner M, Schäkel K, Werfel T, Gutzmer R: Histamine H4 Receptor activation on human 
6-sulfo LacNAc-expressing dendritic cells downregulates their proinflammatory capacity; 39. 
Meeting der European Histamine Research Society, Juli 2010. 

Gschwandtner M, Schäkel K, Werfel T, Gutzmer R: The proinflammatory capacity of human 
slan-dendritic cells is impaired by activation of the histamine H4 receptor; New Trends in 
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Gschwandtner M, Mommert S, Köther B, Werfel T, Gutzmer R: Functional expression oft the 
histamine H4 receptor on antigen-presenting cells and its implications in inflammatory skin 
diseases; 5. Deutscher Allergiekongress, September 2010. 

Isensee K, M. Amon, B. Sasse, T. Kottke, X. Ligneau, J.-C. Schwartz, and H. Stark. Potent 
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Rhine-Main Neuroscience Network, RMN2-Meeting, Oberwesel/Germany, November 24-26, 
2010. 

Karcz T, J. Handzlik, D. Lazewska, T. Kottke*, R. Seifert, H. Stark, and K. Kiec-Kononowicz. 2-
Amino-4-(4-methylpiperazino)-1,3,5-triazine Derivatives as Ligands of Histamine H4 
Receptor. 39th Annual Meeting of the European Histamine Research Society (EHRS), 
Durham/UK, July 13-16, 2010. 

Kieć-Kononowicz K, J. Ner, M. Więcek, S. Schwed*, L. Weizel*, T. Kottke*, H. Stark, R. Seifert, 
J. Karolak-Wojciechowska, J. Handzlik, D. Łażewska, and T. KarczSearch for Histamine H4 
Receptor Ligands in the Group of 4-(4-Methylpiperazino) Derivatives of 1,3,5-Triazine. EFMC 
– ISMC 2010, 21st International Symposium on Medicinal Chemistry, Bruessels/Belgium, 
September 5-9, 2010. 
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Oberwesel/Germany, November 24-26, 2010. 

Kuder K, T.Kottke, H.Stark, X. Ligneau, J-C. Camelin, R.Seifert, K. Kieć-Kononowicz. Docking 
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histamine H3 receptor homology model. 3rd Polish Meeting on Medicinal Chemistry, 20-
22,09,2010, Lublin. 
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