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BET GeneBank NEH 87T A ~=—(5"-3") WhER ST A ~2—(5"-3")
Ty var
<R NM_008771 AGGGTCTCAAACACCCACAG AGCTGTTCCAACCCACAGAG 10
P2rxl (SEQ ID NO: 1) (SEQ ID NO: 2)
<A NM 153400 TTTGGCCCAACTTTGATCTC CCCAGAGCAAGATGCCTATC
P2rx2 (SEQ ID NO: 3) (SEQ ID NO: 4)
<R NM 145526 AGCCTCTTCTGGGACATCAA GTTAGGGATGGCGCTGAGTA
P2rx3 (SEQ ID NO: 5) (SEQ ID NO: 6)
<R NM 011026 AGCAGCTCTGTCCAAGCACT TCCGAGGACAACTTCTCTGG
P2rx4 (SEQID NO: 7) (SEQ ID NO: §)
<R NM_ 033321 AAGGGGAGAGCAAACACTCA CACCAACCAAACAGCAAGTG
P2rxs (SEQID NO: 9) (SEQ ID NO: 10)
<R NM_ 011028 GACGATCCTGGTCCAAGTGT ACCAGGAACTCCAAGGGTTT
P2rx6 (SEQ ID NO: 11) (SEQ ID NO: 12) 20
<R NM 011027 ACGCTTTCTTCAGCAGCAAT GCTGCTCTCAGTTCTGACCA
P2rx7 (SEQ ID NO: 13) (SEQ ID NO: 14)
<R NM_ 008772 GCATTTTGAGCCTTCTCAGG CTCCCTCCAGCCAAACAATA
P2ryl (SEQ ID NO: 15) (SEQ ID NO: 16)
<R NM_008773 CAGCACAAACCATGCTGACT ACAAGGGACCTCCTGTCCTT
P22 (SEQ ID NO: 17) (SEQ ID NO: 18)
<R NM_020621 CAGACCAAAGAGCACGAACA GCTGGAACAGCAATGGAACT
P2ry4 (SEQ ID NO: 19) (SEQ ID NO: 20)
<A BC069991 GGGCACTGAGAATTTTATCCA GAGCAGTCCCAGTGGCTTAG
P2rys (SEQ ID NO: 21) (SEQ ID NO: 22)
<A NM 183168 TAGGCCCTGGAATAGCAATG TCTTGGCAAATGGATGTGAA
P2ry6 (SEQ ID NO: 23) (SEQ 1D NO: 24) 30
<A NM 172435 CAGAACCCCCATCTTCTCAA GTGGTCCCTTCCTCTTCCTT
P2ry10 (SEQ ID NO: 25) (SEQ ID NO: 26)
<R NM_ 027571 AAAATGCCTGCTGCTTGAAT | TGAAGAAATTCCAACAAAACGA
P2ryi2 (SEQ ID NO: 27) (SEQ ID NO: 28)
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7Y R NM_028808 AAGCCACAGAGGCAAGAGAA | CCTGGAGTAAGGGACAGCAA
Plryl3 (SEQ ID NO: 29) (SEQ ID NO: 30)
YR NM_133200 CCATGCAAAATGGAAGTCTG CGGAAAGACTGGGTGTCTTC
Plryl4 (SEQ ID NO: 31) (SEQ ID NO: 32)
<Y R NM_008084.2 GCACAGTCAAGGCCGAGAAT GCCTTCTCCATGGTGGTGAA
Gapdh (SEQ ID NO: 33) (SEQIDNO: 34)
YR NM 011867.3 TTAGCAATGTTCGGATGTGC GGCCAGCCTAACAGAGACAG
Sle26vi (SEQ ID NO: 35) (SEQIDNO: 36)
<Y AR NM_134157.2 ACACGGCGCTCTAAATCAGT CCACCCACCTACACCAAAAG
Atp6vibl (SEQ ID NO: 37) (SEQID NO: 38)
YR NM_011403.2 TAGAAATGAGGGCAGGGA TGGCAAAACCTATTCCAA
Slc4vl (SEQ ID NO: 39) (SEQ ID NO: 40)
YA NM_008176.3 TGTTGTGCGAAAAGAAGTGC | CGAGACGAGACCAGGAGAAA
Cxcll (SEQ ID NO: 41) (SEQ ID NO: 42)
<Y R NM_009140.2 CGGTCAAAAAGTTTGCCTTG TCCAGGTCAGTTAGCCTTGC
Cxcl2 (SEQ ID NO: 43) (SEQ ID NO: 44)
<*UA Tnf| NM_013693.2 CCACCACGCTCTTCTGTCTAC AGGGTCTGGGCCATAGAACT
(SEQ ID NO: 45) (SEQ ID NO: 46)
vy R NM 011333.3 CAAGAAGGAATGGGTCCAGA AAGGCATCACAGTCCGAGTC
Ccl2 (SEQ ID NO: 47) (SEQIDNO: 48)
<Y R NM 011337.2 TAGCCACATCGAGGGACTCT ACCAACTGGGAGGGAGATG
Ccl3 (SEQ ID NO: 49) (SEQ ID NO: 50)
YR NM_013652.2 GATTTCCTGCCCCTCTTCTT GGGAGACACGCGTCCTATAA
Ccl4 (SEQ ID NO: 51) (SEQ ID NO: 52)
YR NM_013653.3 GTGCCCACGTCAAGGAGTAT CCACTTCTTCTCTGGGTTGG
Cels (SEQ ID NO: 53) (SEQIDNO: 54)
YR NM_008361.3 GGGCCTCAAAGGAAAGAATC TACCAGTTGGGGAACTCTGC
Il1h (SEQ ID NO: 55) (SEQID NO: 56)
~yAJI6 | NM 031168.1 GTGGCTAAGGACCAAGACCA ACCACAGTGAGGAATGTCCA
(SEQ ID NO: 57) (SEQID NO: 58)
A X XM _548344.2 TTCGCTTTGACATTCTCGTG CATTTGCTCCGCATACTTGA
P2RX1 (SEQ ID NO: 59) (SEQ ID NO: 60)
A4 X XM 534633.3 ACACTCTCCATCCTGCTGCT TGAGAGGAAGTCAGGGGAGA
P2RX2 (SEQ ID NO: 61) (SEQIDNO: 62)
4 X XM_540614.1 GACTGTCCTCTGCGACATCA TTAGTGGCCGATGGAGTAGG
P2RX3 (SEQ ID NO: 63) (SEQ ID NO: 64)
14 X XM 003639907, CCACAGTCCTCATCAGAGCA GCCAGAGGTCACCTGAACAT
P2RX4 (SEQ ID NO: 65) (SEQ ID NO: 66)
A4 X XM _003639268. GCCAGCCACTTCTCTTTGTC CAAATCCCACTCAGCCATTT
P2RX3 (SEQ ID NO: 67) (SEQ ID NO: 68)
A4 X XM _543562.1 CTGGGTGTGATCACCTTCCT GAAGCTGGCTTTGTCTGCTC
P2RX6 (SEQ ID NO: 69) (SEQ ID NO: 70)
14X NM 001113456.1 | CCCACATTAGGATGGTGGAC CAGCCTGGACAAGTCTGTGA
P2RX7 (SEQID NO: 71) (SEQIDNO: 72)
A4 X NM _001193673.1 | GCTTGTGAAGAGGCAGGAAC TCACTGGATCCACAGTCCAA
P2RYI (SEQ ID NO: 73) (SEQIDNO: 74)
14X XM 542321.2 CGTCAACGTGGCTTACAAGA AATCCTCACTGCTGGTGGAC
P2RY2 (SEQ TD NO: 75) (SEQIDNO: 76)
A4 X XM 003640257.1 | ATGTGAGCTCTGGCAGCTTT GGAAGCCACAGTGAGTGGAT
P2RY4 (SEQ ID NO: 77) (SEQIDNO: 78)
A4 X XM _542320.1 CTTCCTGCCCTTCCATGTTA GGCGGAACTTCTTCTGAGTG
P2RY6 (SEQ ID NO: 79) (SEQ ID NO: 80)
A4 X XM 549100.2 GCACTGCGGATGGTTTTTAT CAGTGTGCTTTGGACAATGG
P2RY10 (SEQ ID NO: 81) (SEQ ID NO: 82)
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4 X NM_001003365.1 | CAAGAGGCGTAGGCAAAGTC GTAGGGAATGCGTGCAAAAT
P2RYI2 (SEQ ID NO: 83) (SEQ ID NO: 84)
A4 X XM _542838.2 CTCATTACAGCTGCCGATCA TCTAAAGGGCTGGCATAGGA
P2RY14 (SEQ ID NO: 85) (SEQ ID NO: 86)
4 X NM_001003142.1 | GCCCTCAATGACCACTTTGT TCCTTGGAGGCCATGTAGAC
GAPDH (SEQ ID NO: 87) (SEQ ID NO: 88)
A4 X XM _540382.3 AACTCCGAGCTTCCAGTCAA TCTCACTCCAACGACATCCA
SLC26A44 (SEQ ID NO: 89) (SEQ ID NO: 90)
14X XM 531858.3 CAAATCTACCCTCCGGTCAA GGTTGATGAAGCTCCTCTCG
ATP6VIBI (SEQ ID NO: 91) (SEQID NQ: 92)
4 X XM _539895.3 CAGCCTTGTCTTCAACGTCA CTTGAGGTCGGTTCCCCTAT
ATP6V0A4 (SEQ ID NO: 93) (SEQ ID NO: 94)
A4 X NM _001048031.1 | TCATCCTCACTGTGCCTCTG CTCTGAGGCTCACACCTTCC
SLC4AI (SEQ ID NO: 95) (SEQ ID NO: 96)
4 X XM _543678.3 GGGCTCCCTCCTCTACAACT GCAGCTCCACTGACTGTCG
AQP2 (SEQ ID NO: 97) (SEQ ID NO: 98)
A XILS NM_001003200.1 | TCAATTGAACCGCAATCCTA TGCTTGTCGAGTTTTTGCTC
(SEQ ID NO: 99) (SEQ ID NO: 100)
4 X NM _001003244.4 | TCATCTTCTCGAACCCCAAG CTGGTTGTCTGTCAGCTCCA
INF (SEQ ID NO: 101) (SEQ ID NO: 102)
14X NM 001003297.1 | CAAGAAAAGCCAAACCCAAA GAGGGCATTTAGGGAAGGTT
CCL2 (SEQ ID NO: 103) (SEQ ID NO: 104)
A4 X NM_001005251.1 | CAAGCCCGGTATTATCTTCG AGGCTTTCAGCTTCAGATCG
CCL3 (SEQ ID NO: 105) (SEQ ID NO: 106)
A4 X NM _001005250.1 | CTTTGAGACCAGCAGCCTCT CAGTTCAGTTCCAGATCATCCA
CCL4 (SEQ ID NO: 107) (SEQ 1D NO: 108)
A4 X NM_001003010.2 | GCTCTGCAGTCAGGAAGGAG GGCTGAGAGGATAGCTGTGG
CCLS (SEQ ID NO: 109) (SEQ ID NO: 110)
4 X NM _001037971.1 | CCTGTGTGATGAAGGATGGA TATATCCTGGCCACCTCTGG
ILIB (SEQ IDNO: 111) (SEQ ID NO: 112)
AXIL6 | NM_001003301.1 | CTCGGCAAAATCTCTGCACT TGGAAGCATCCATCTTTTCC
(SEQ ID NO: 113) (SEQ ID NO: 114)
Ooooooao
gooboigdoooao
1. Arulkumaran, N., Turner, C.M., Sixma, M.L., Singer, M., Unwin, R., and Tam, F.W.

2013. Purinergic signaling in inflammatory renal disease. Front Physiol 4:194.

2. Burnstock, G., Evans, L.C., and Bailey, M.A. 2013. Purinergic signalling in the

kidney in health and discase. Purinergic Signal. in press.

3. Practorius, H.A., and Leipziger, J. 2010. Intrarenal purinergic signaling in the control

of renal tubular transport. Annu Rev Physiol 72:377-393.

4. Rieg, T., and Vallon, V. 2009. ATP and adenosine in the local regulation of water

transport and homeostasis by the kidney. Am J Physiol Regul Integr Comp Physiol
296:R419-427.
3. Vallon, V., Stockand, J., and Rieg, T. 2012. P2Y receptors and kidney function.
Wiley Interdiscip Rev Membr Transp Signal 1:731-742.

10

20

30

40



(51) JP 2017-505897 A 2017.2.

6. Kishore, B.K., Nelson, R.D., Miller, R.L., Carlson, N.G., and Kohan, D.E. 2009.
P2Y(2) receptors and water transport in the kidney. Purinergic Signal 5:491-499.

7. Breton, S., and Brown, D. 2013. Regulation of luminal acidification by the V-
ATPase. Physiology (Bethesda) 28:318-329.

8. Wagner, C.A., Finberg, K.E., Breton, S., Marshansky, V., Brown, D., and Geibel, J.P.
2004. Renal Vacuolar H+-ATPase. Physiol. Rev. 84:1263-1314.

9, Belleannee, C., Da Silva, N., Shum, W.W., Brown, D., and Breton, S. 2010. Role of
purinergic signaling pathways in V-ATPase recruitment to the apical membrane of acidifying
epididymal clear cells. Am J Physiol Cell Physiol 298:C817-830.

10.  Gallagher, J.A. 2004. ATP P2 receptors and regulation of bone effector cells. J
Musculoskelet Neuronal Interact 4:125-127.

1. Kaunitz, J.D., and Yamaguchi, D.T. 2008. TNAP, TrAP, ecto-purinergic signaling,
and bone remodeling. J Cell Biochem 105:655-662.

12. Li, Q., Schachter, J.B., Harden, T.K., and Nicholas, R.A. 1997. The 6HI1 orphan
receptor, claimed to be the p2y5 receptor, does not mediate nucleotide-promoted second
messenger responses. Biochem Biophys Res Commun 236:455-460.

13. Lee, C.W., Rivera, R., Gardell, S., Dubin, A.E., and Chun, J. 2006. GPR92 as a new
G12/13- and Gqg-coupled lysophosphatidic acid receptor that increases cAMP, LPAS. J Biol
Chem 281:23589-23597.

14. Murakami, M., Shiraishi, A., Tabata, K., and Fujita, N. 2008. Identification of the
orphan GPCR, P2Y(10) receptor as the sphingosine-1-phosphate and lysophosphatidic acid
receptor. Biochem Biophys Res Commun 371:707-712.

15. Freeman, K., Tsui, P., Moore, D., Emson, P.C., Vawter, L., Naheed, S., Lane, P.,
Bawagan, H., Herrity, N., Murphy, K., et al. 2001. Cloning, pharmacology, and tissue
distribution of G-protein-coupled receptor GPR105 (KIAA0001) rodent orthologs. Genomics
78:124-128.

16. Chambers, J.K., Macdonald, L.E., Sarau, H. M., Ames, R.S., Freeman, K., Foley, J.J.,
Zhu, Y., McLaughlin, M.M., Murdock, P., McMillan, L., et al. 2000. A G protein-coupled
receptor for UDP-glucose. J Biol Chem 275:10767-10771.

17.  Zimmermann, H. 2000. Extracellular metabolism of ATP and other nucleotides.
Naunyn Schmiedebergs Arch Pharmacol 362:299-309.

18. Lazarowski, E.R., Shea, D.A_, Boucher, R.C., and Harden, T.K. 2003. Release of
cellular UDP-glucose as a potential extracellular signaling molecule. Mol Pharmacol

63:1190-1197.

23

10

20

30

40



(52) JP 2017-505897 A 2017.2.

19. Leipziger, J. 2011. Luminal nucleotides are tonic inhibitors of renal tubular transport.
Curr Opin Nephrol Hypertens 20:518-522.

20. Chen, Y., Corriden, R., Inoue, Y., Yip, L., Hashiguchi, N., Zinkernagel, A., Nizet, V.,
Insel, P.A., and Junger, W.G. 2006. ATP release guides neutrophil chemotaxis via P2Y2 and
A3 receptors. Science 314:1792-1795.

21. Elliott, M.R., Chekeni, F.B., Trampont, P.C., Lazarowski, E.R., Kadl, A., Walk, S.F.,
Park, D., Woodson, R.I., Ostankovich, M., Sharma, P., et al. 2009. Nucleotides released by
apoptotic cells act as a find-me signal to promote phagocytic clearance. Nature 461:282-286.
22. Harden, T.K., Sesma, J.1., Fricks, I.P., and Lazarowski, E.R. 2010. Signalling and
pharmacological properties of the P2Y receptor. Acta Physiol (Oxf) 199:149-160.

23. Chen, G.Y., and Nunez, G. 2010. Sterile inflammation: sensing and reacting to
damage. Nat Rev Immunol 10:826-837.

24, Kono, H., and Rock, K.L. 2008. How dying cells alert the immune system to danger.
Nat Rev Immunol 8:279-289.

25. Sesma, J.1., Esther, C.R., Jr., Kreda, S.M., Jones, L., O’Neal, W., Nishihara, S.,
Nicholas, R.A., and Lazarowski, E.R. 2009. Endoplasmic reticulum/golgi nucleotide sugar
transporters contribute to the cellular release of UDP-sugar signaling molecules. J Biol Chem
284:12572-12583.

26. Lazarowski, E.R., Sesma, J.I., Seminario, L., Esther, C.R., Jr., and Kreda, S.M. 2011.
Nucleotide release by airway epithelia. Subcell Biochem 55:1-15.

27. Dovlatova, N., Wijeyeratne, Y.D., Fox, S.C., Manolopoulos, P., Johnson, A.J., White,
A.E., Latif, M.L., Ralevic, V., and Heptinstall, S. 2008. Detection of P2Y(14) protein in
platelets and investigation of the role of P2Y(14) in platelet function in comparison with the
EP(3) receptor. Thromb Haemost 100:261-270.

28. Gao, Z.G., Ding, Y., and Jacobson, K.A. 2010. UDP-glucose acting at P2Y 14
receptors is a mediator of mast cell degranulation. Biochem Pharmacol 79:873-879.

29, Scrivens, M., and Dickenson, J.M. 2005. Functional expression of the P2Y 14
receptor in murine T-lymphocytes. Br J Pharmacol 146:435-444.

30. Scrivens, M., and Dickenson, J.M. 2006. Functional expression of the P2Y 14
receptor in human neutrophils. Eur J Pharmacol 543:166-173.

31. Okada, S.F., Zhang, L., Kreda, S.M., Abdullah, L.H., Davis, C.W., Pickles, R.J.,
Lazarowski, E.R., and Boucher, R.C. 2011. Coupled nucleotide and mucin hypersecretion
from goblet-cell metaplastic human airway epithelium. Am J Respir Cell Mol Biol 45:253-
260.

23

10

20

30

40



(53) JP 2017-505897 A 2017.2.

32. Muller, T., Bayer, H., Myrtek, D., Ferrari, D., Sorichter, S., Ziegenhagen, M.W.,
Zissel, G., Virchow, J.C., Jr., Luttmann, W., Norgauer, J., ¢t al. 2005. The P2Y 14 receptor of
airway cpithelial cells: coupling to intracellular Ca2+ and IL-8 secretion. Am J Respir Cell
Mol Biol 33:601-6009.

33. Arase, T., Uchida, H., Kajitani, T., Ono, M., Tamaki, K., Oda, H., Nishikawa, S.,
Kagami, M., Nagashima, T., Masuda, H., ¢t al. 2009. The UDP-glucose receptor P2RY 14
triggers innate mucosal immunity in the female reproductive tract by inducing IL-8. J
Immunol 182:7074-7084.

34. Moore, D.J., Murdock, P.R., Watson, J.M., Faull, R.L., Waldvogel, H.J., Szekeres,
P.G., Wilson, S., Freeman, K.B., and Emson, P.C. 2003. GPR105, a novel Gi/o-coupled
UDP-glucose receptor expressed on brain glia and peripheral immune cells, is regulated by
immunologic challenge: possible role in neuroimmune function. Brain Res Mol Brain Res
118:10-23.

35. Miller, R.L., Zhang, P., Smith, M., Beaulieu, V., Paunescu, T.G., Brown, D., Breton,
S., and Nelson, R.D. 2005. V-ATPase B1-subunit promoter drives expression of EGFP in
intercalated cells of kidney, clear cells of epididymis and airway cells of lung in transgenic
mice. Am J Physiol Cell Physiol 288:C1134-1144.

36. Da Silva, N., Pisitkun, T., Belleannee, C., Miller, L.R., Nelson, R., Knepper, M.A.,
Brown, D., and Breton, S. 2010. Proteomic analysis of V-ATPase-rich cells harvested from
the kidney and epididymis by fluorescence-activated cell sorting. Am J Physiol Cell Physiol
298:C1326-1342.

37.  Vedovelli, L., Rothermel, J.T., Finberg, K.E., Wagner, C.A., Azroyan, A., Hill, E.,
Breton, S., Brown, D., and Paunescu, T.G. 2013, Altered V-ATPase expression in renal
intercalated cells isolated from B1-subunit deficient mice by fluorescence activated cell
sorting. Am J Physiol Renal Physiol 304:F522-F532.

38, Al-Awaqati, Q., and Gao, X.B. 2011. Differentiation of intercalated cells in the
kidney. Physiology (Bethesda) 26:266-272.

39. Brown, D., Bouley, R., Paunescu, T.G., Breton, S., and Lu, H. A.J. 2012, New
insights into the dynamic regulation of water and acid-base balance by renal epithelial cells.
Am. J. Physiol. Cell Physiol. 302:C1421-1433.

40. Brown, D., Hirsch, S., and Gluck, S. 1988. An H+-ATPase in opposite plasma
membrane domains in kidney epithelial cell subpopulations. Nature 331:622-624.

41. Brown, D., Hirsch, S., and Gluck, S. 1988. Localization of a proton-pumping ATPasc
in rat kidney. J Clin Invest 82:2114-2126.

23

10

20

30

40



(54) JP 2017-505897 A 2017.2.

42. Nelson, R.D., Guo, X.L., Masood, K., Brown, D., Kalkbrenner, M., and Gluck, S.
1992. Selectively amplified expression of an isoform of the vacuolar H(+)-ATPase 56-
kilodalton subunit in renal intercalated cells. Proc Natl Acad Sci U S A 89:3541-3545.

43, Alper, S.L., Natale, J., Gluck, S., Lodish, H.F., and Brown, D. 1989. Subtypes of
intercalated cells in rat kidney collecting duct defined by antibodies against erythroid band 3
and renal vacuolar H+-ATPase. Proc Natl Acad Sci U S A 86:5429-5433.

44. Royaux, LE., Wall, S. M., Karniski, L.P., Everett, L.A., Suzuki, K., Knepper, M.A.,
and Green, E.D. 2001. Pendrin, encoded by the Pendred syndrome gene, resides in the apical
region of renal intercalated cells and mediates bicarbonate secretion. Proc Natl Acad Sci U S
A 98:4221-4226.

45. Wall, S.M., Hassell, K.A., Royaux, LE., Green, E.D., Chang, J.Y., Shipley, G.L., and
Verlander, J.W. 2003. Localization of pendrin in mouse kidney. Am J Physiol Renal Physiol
284:F229-241.

46. Fricks, I.P., Carter, R.L., Lazarowski, E.R., and Harden, T.K. 2009. Gi-dependent
cell signaling responses of the human P2Y 14 receptor in model cell systeMs. J Pharmacol
Exp Ther 330:162-168.

47. Gekle, M., Wunsch, S., Oberleithner, H., and Silbernagl, S. 1994. Characterization of
two MDCK-cell subtypes as a model system to study principal cell and intercalated cell
propertics. Pflugers Arch 428:157-162.

48. Krzeminski, P., Pomorski, P., and Baranska, J. 2008. The P2Y 14 receptor activity in
glioma C6 cells. Eur J Pharmacol 594:49-54.

49. Xu, J., Morinaga, H., Oh, D., Li, P., Chen, A., Talukdar, S., Mamane, Y., Mancini,
J.A., Nawrocki, A.R., Lazarowski, E., et al. 2012, GPR105 ablation prevents inflammation
and improves insulin sensitivity in mice with diet-induced obesity. J Immunol 189:1992-
1999.

50. Barrett, M.O., Sesma, J.1., Ball, C.B., Jayasekara, P.S., Jacobson, K.A., Lazarowski,
E.R., and Harden, T.K. 2013. A sclective high-affinity antagonist of the P2Y 14 receptor
inhibits UDP-glucose-stimulated chemotaxis of human neutrophils. Mol Pharmacol 84:41-
49.

51.  Alessi, D.R., Cuenda, A., Cohen, P., Dudley, D.T., and Salticl, A.R. 1995, PD
098059 is a specific inhibitor of the activation of mitogen-activated protein kinase kinase in
vitro and in vivo. J Biol Chem 270:27489-27494.

23

10

20

30

40



(55) JP 2017-505897 A 2017.2.

52. Woda, C.B., Leite, M., Jr., Rohatgi, R., and Satlin, L.M. 2002. Effects of luminal
flow and nucleotides on [Ca(2+)](1) in rabbit cortical collecting duct. Am J Physiol Renal
Physiol 283:F437-446.

53. Hillman, K.A., Burnstock, G., and Unwin, R.J. 2005. The P2X7 ATP receptor in the
kidney: a matter of life or death? Nephron Exp Nephrol 101:e24-30.

54. Turner, C.M., Vonend, O., Chan, C., Burnstock, G., and Unwin, R.J. 2003. The
pattern of distribution of selected ATP-sensitive P2 receptor subtypes in normal rat kidney:
an immunohistological study. Cells Tissues Organs 175:105-117.

55. Holzer, P. 2011. Acid sensing by visceral afferent neurones. Acta Physiol (Oxf)
201:63-75.

56. Spencer, 1.D., Schwaderer, A.L., Dirosario, J.D., McHugh, K.M., McGillivary, G.,
Justice, S.S., Carpenter, A.R., Baker, P.B., Harder, J., and Hains, D.S. 2011. Ribonuclease 7

is a potent antimicrobial peptide within the human urinary tract. Kidney Int 80:174-180.

57. Spencer, 1.D., Schwaderer, A.L., Eichler, T., Wang, H., Kline, J., Justice, S.S., Cohen,

D.M., and Hains, D.S. 2013. An endogenous ribonuclease inhibitor regulates the
antimicrobial activity of ribonuclease 7 in the human urinary tract. Kidney Int.

58. Spencer, J.D., Schwaderer, A.L., Wang, H., Bartz, J., Kline, J., Eichler, T., DeSouza,
K.R., Sims-Lucas, S., Baker, P., and Hains, D.S. 2013. Ribonuclease 7, an antimicrobial
peptide upregulated during infection, contributes to microbial defense of the human urinary
tract. Kidney Int 83:615-625.

59. Chassin, C., Tourneur, E., Bens, M., and Vandewalle, A. 2011. A role for collecting
duct epithelial cells in renal antibacterial defences. Cell Microbiol 13:1107-1113.

60. de Souza, R.M., and Olsburgh, J. 2008. Urinary tract infection in the renal transplant
patient. Nat Clin Pract Nephrol 4:252-264.

61. Pelle, G., Vimont, S., Levy, P.P., Hertig, A., Ouali, N., Chassin, C., Arlet, G.,
Rondeau, E., and Vandewalle, A. 2007. Acute pyclonephritis represents a risk factor
impairing long-term kidney graft function. Am J Transplant 7:899-907.

62. Chassin, C., Goujon, J.M., Darche, S., du Merle, L., Bens, M., Cluzeaud, F., Werts,
C., Ogier-Denis, E., Le Bouguenec, C., Buzoni-Gatel, D., et al. 2006. Renal collecting duct
epithelial cells react to pyelonephritis-associated Escherichia coli by activating distinct
TLR4-dependent and -independent inflammatory pathways. J Immunol 177:4773-4784.

63. Chassin, C., Hornef, M.W ., Bens, M., Lotz, M., Goujon, J.M., Vimont, S., Arlet, G.,
Hertig, A., Rondcau, E., and Vandewalle, A. 2007. Hormonal control of the renal immune

response and antibacterial host defense by arginine vasopressin. J Exp Med 204:2837-2852.

10

20

30

40



(56) JP 2017-505897 A 2017.2.

64. Chassin, C., Goujon, J.M., Le Bouguenec, C., Buzoni-Gatel, D., and Vandewalle, A.
2007. [A novel function for renal collecting duct intercalated cells: defense against
uropathogenic Escherichia coli]. Med Sci (Paris) 23:32-34.

65.  Bolisetty, S., and Agarwal, A. 2009. Neutrophils in acute kidney injury: not neutral
any more. Kidney Int 75:674-676.

66. Hoffmann, E., Dittrich-Breiholz, O., Holtmann, H., and Kracht, M. 2002. Multiple
control of interleukin-8 gene expression. J Leukoc Biol 72:847-855.

67. Awad, A.S., Rouse, M., Huang, L., Vergis, A.L., Reutershan, J., Cathro, H.P., Linden,
J., and Okusa, M.D. 2009. Compartmentalization of neutrophils in the kidney and lung
following acute ischemic kidney injury. Kidney Int 75:689-698.

68. Nahrendorf, M., Swirski, F.K., Aikawa, E., Stangenberg, L., Wurdinger, T.,
Figueiredo, J.L., Libby, P., Weissleder, R., and Pittet, M.J. 2007. The healing myocardium
sequentially mobilizes two monocyte subsets with divergent and complementary functions. J
Exp Med 204:3037-3047.

69. Hamers, A.A., Vos, M., Rassam, F., Marinkovic, G., Kurakula, K., van Gorp, P.J., de
Winther, M.P., Gijbels, M.J., de Waard, V., and de Vries, C.J. 2012. Bone marrow-specific
deficiency of nuclear receptor Nur77 enhances atherosclerosis. Circ Res 110:428-438.

70. Hanna, R.N., Shaked, 1., Hubbeling, H.G., Punt, J.A., Wu, R., Herrley, E., Zaugg, C.,
Pei, H., Geissmann, F., Ley, K., et al. 2012, NR4A1 (Nur77) deletion polarizes macrophages
toward an inflammatory phenotype and increases atherosclerosis. Circ Res 110:416-427.

71. Carlin, L.M., Stamatiades, E.G., Auffray, C., Hanna, R.N., Glover, L., Vizcay-
Barrena, G., Hedrick, C.C., Cook, H.T., Diebold, S., and Geissmann, F. 2013. Nr4al-
Dependent Ly6C(low) Monocytes Monitor Endothelial Cells and Orchestrate Their Disposal.
Cell 153:362-375.

72. Shum, W.W., Da Silva, N., Belleannee, C., McKee, M., Brown, D., and Breton, S.
2011. Regulation of V-ATPase recycling via a RhoA- and ROCKII-dependent pathway in
epididymal clear cells. Am J Physiol Cell Physiol 301:C31-43.

73. Hurtado-Lorenzo, A., Skinner, M., El Annan, J., Futai, M., Sun-Wada, G.H.,
Bourgoin, S., Casanova, J., Wildeman, A., Bechoua, S., Ausicllo, D.A., ¢t al. 2006. V-
ATPase interacts with ARNO and Arf6 in early endosomes and regulates the protein
degradative pathway. Nat Cell Biol 8:124-136.

74. Paunescu, T.G., Jones, A.C., Tyszkowski, R., and Brown, D. 2008. V-ATPasc
expression in the mouse olfactory epithelium. Am J Physiol Cell Physiol 295:C923-930.

23

10

20

30

40



75.

(57)

Azroyan, A., Morla, L., Crambert, G., Laghmani, K., Ramakrishnan, S., Edwards, A.,

and Doucet, A. 2012. Regulation of pendrin by cAMP: possible involvement in beta-
adrenergic-dependent NaCl retention. Am J Physiol Renal Physiol 302:F1180-1187.

76.

Brown, D., Lydon, J., McLaughlin, M., Stuart-Tilley, A., Tyszkowski, R., and Alper,

S. 1996. Antigen retrieval in cryostat tissue sections and cultured cells by treatment with

sodium dodecyl sulfate (SDS). Histochem Cell Biol 105:261-267.

gooooad
oooaz

P2y140 D OO O0O0O0ODODOO0OO0OO0ODOOOOOn0n

oP2vi40 00oobDDOOO0O0oOooooIiccoooooooooobobboooooooiac
oooboODDbDOO0O0O0O0oboV-ATPasel D OO OO0OOODODDODOO0OOOOOODODODOGOO120

O

oooooao
ooooDoDoooooao
ooooDoDoooooao
oooooDOoo0ooogao
ooooDoDoooogao
ooooDoDoooooao
0000 0D0UuUbP-000OO0
Barrett et al. Molec.
oouP-000O0O0OO
OO0O0ODDOOd200 nMmO
oooooao
ooooDoDoooogao
ouP-00O00OO0OO0OO
oooooDOoo0oo0oogao
ooooDoDoooogad
ooooDoDoooooao
oooooao
oooooooood
gicocoooooooao
oooooao
oooooDoo0ooodao
ooooDoDoooogao
ooooDoDoooooao
ooooDoO0oogaod

UDP-0O O O
O O Ubp-0O
Ooooao
ooooao
ooooao
Ooooao
Pharmacol .

O 0Ooo0oooo

u
O
u
g
O

O

O 0Ooooo
O 0Ooo0oo0ooao

O

u g

ooocobODbOO0OO0ooooooouP-0000
gooooooobbooooobboooooao
ubp-OOOoooOOoOOoOooooOoooobobOoad
ooocoobOboooooooooobobooogoo
goooooobobboooobbooooobao

10 0000obooobbooooooooooDbao

ossonMmboooobOuP-0000O0O0OCODODOOOOIMNVOOLC

ooooobooao

ubp-O0 00 ooOoOQad

oooo0ODDO0OO0O0oooAKIOCkKbDb OO oooooooooooao
gooboooobbooobobooooobobooobDbDbubP-0
gobobooAKIDOgoooooooooooooboooooDban
ooooao

ugogbobooooobboooouoboooobobooad

1CO
ad

O O
O g
O O

goiicbooge22yi4ooogogooooogooDaD
gooooooobobooogvup-0000000000O0

ooooObDOvuP-0DOOCODODDODOODOOOOOODODDOOOOO

JP 2017-505897 A 2017.2.23

10

20

30



(58) JP 2017-505897 A 2017.2.23

ooono oooOao
SSES8s5E.555EE5EES M 6P+ 2R
E oo aoocobsoaS=Zn0o0dodd DEGFP+§E§
20 B EGFP- BZ5E
EGFP(-+) 0 [ EGFp- 4%
= —~5
g3
=
£
1
0
B AE1 Ry Ry
Il FGFP+ RE
[ EGFP+ BE%T

30 N
n 5

N

485 mRNA /GAPDH

]

P4 P PN P2 P2YS P14

B

B

P2Y14
P2Y14




B1

P2Y14

oggoao

Y — A G-dINTHEE W HE -

Y —CEAL-dUNFEHAE «

T T 1
= n o

f T
n o
o~ o~

T
o]

o
—C

o
A &-dan[H]

SBY

EGFP+

EGFP-

Bt

P14

oogao

EGFP+

upp
ol Ja—R

PERK 172 Lo s st A0 0

ERK1/2 [ s e i 0

A
W 8
200 CI P& La—=

— *

® 150
H2e
S :
$X® 100
sU
SE 50

U' T T
EGFP+ EGFP-

B

JP 2017-505897 A 2017.2.23



(60) JP 2017-505897 A 2017.2.23

goooao ooooOoaod
M VOAM VBl P14 AQP2 AR
KDa _
2000 » b
faald 8
1000p | 60 C: 3358
KIVRGYaLsg—E
% HiLE
F: PNGase FiLE&
gooooao 2
KDa MaRE 24

Ooo0oooOoao
P2X Py
A N
1234567 1246101214 K M b 114
R N z
200bp 2
ﬂhll r|< 50
n
2
™
& UpP-jLa—=x
=
ME 0
1012 1" o 18 108 107 106
log10 [FERETE U H 2 K]
Ooo0o0ooao O0o0o0oa
EEsL PPIN %
p
B UPNaR HE UDP-Aa-z C§ o
g
).E % =
g D
1
SR
El b
|V
®
1% 150 = =
g (%% £ 1)
B HAdVD/ YN BE
Sz 100
=y
b
QE 50 4 ~
i'
- _:‘: E
s UDP-na—2 B UDP-Ya-z S |fn
EES1L PPTN g
*ﬁ | =
Oooooao ®
H #® T
1 up-7' 0 — RALE S IN
N
150~ ,, = S|u
~ "
= :
g;ii 100
sk g 28 8 =
éﬁ o~ — ‘ﬁ_v—
zU (% £ RTIBIR)
wE 504 HdY9/YNYW ¢ B
BR
0—

I8 CCL2 CCl4 CCLS IL1b  TNFa
(MCP1) (MIP-1b)(RANTES)



(61) JP 2017-505897 A 2017.2.23

Ooo0o0oao O00ano
T 800 B EGFP+ MR - v A
S > [ eGP+ #ipa - UDP-Z L a—2
s |E
3 600
& z8
o =°
= T }iﬁ
% =\~ %ﬁ 400_ *k R
B RE
= :\.\j E:] .
B _
B 200
E8g=8 8= o
(%S £ BCIBHRO OCL oz o2 C3 GO COS TR L6 ILTh
HQdYO/¥NY ¢ B () (MIP-22) (MCPT) (MIP-ta) (MIP-b) (RANTES)
<
i & ooo0ooo
F=
o |= W xE
S |& 200 L I wp-sna—x
= T
[ R ~
< & 150
S|y &% 100 .
E Y &
® 2
B 50
Qv VB a
D X
EA I VI
& & FF
NS &
R
gooo0o0ogo Oo0000a0o
200 K& 1 wop-sna—=
£ 150
n
e
R *
_‘\J
2D
I
u_ ]
‘g‘&‘& &‘@’l& @&& %‘@@ ) J & & & %,@@
N A N
A

ooobDoOao
UDP-SJLa—R




O

9 5 %)

BRI (3T

od
ad
ud
oo
od
ud
o0
g

O

OooOoo0oood
OoOoo0oooogd
OooOoo0ooood
OoOoo0oooogd
OooOoo0ooood

O

O

O

ooooano
250

(62)

Oooooan
25

485 pErk/Erk

JP 2017-505897 A 2017.2.23

0.6

8t pErk/Erk

0.4+

0.2

UDP-4'L3—2R

PPTN

280 70 70 (2016.7.7)

goooao
goooao
u

2017505897000001 . app

PPTN + UDP-4)La—2R



(63)

gogooodoagdo

INTERNATIONAL SEARCH REPORT

JP 2017-505897 A 2017.2.23

International application No,
PCTIUS2014/064525

A. CLASSIFICATION OF SUBJECT MATTER
IPC{8) - GO1N 33/566 (2015.01)
CPC - GOIN 33/566 (2015.01)

According to International Patent Classification (IPC) or to both national classification and 1PC

B.  FIELDS SEARCHED

USPC - 435/8.16 ; 435/7.1 ; 530/388.22

Minimum documentation searched (classification system followed by classification symbols)
IPG(8) - AB1K 35/23 ; AG1P 1312 ; CO7K 16/28 ; C40B 30/04 ; GO1N 33/53, 33/566, 33/567 (2015.01)

delimited}

Documentation searched other than minimum documentation to the extent that such documents are included in the fields searched
GPG - AB1K 31/7076 ; COTK 16/28 ; C40B 30/04 ; GOIN 3/53, 33/566, 33/567,- 2333726, 2500/02, 2015.102 (2015.01) (keyword

Orbit, Google Patents, Google Scholar .

nephritis, glomerulonephritis, mast call

Electronic data base consulted during the international search (name of data base and, where practicable, search terms used)

Search terms used: renal, kidney, urine, P2Y14, GPR105, SCGPR, KIAA0001, UDP-glucese, receplor, level, exprassion, inflammation,

C. DOCUMENTS CONSIDERED TO BE RELEVANT

Calegory* Citation of dopument, with indication, where appropriate, of the relevant passages Relevant to claim No.
X US 2006/0134109 A1 (GAITANARIS et al.) 22 June 2006 (22,06.2006) entire document 1-7, 8, 17-23, 25, 33-36,
37-43
Y 44-48, 53-57, 82-64,
66-69
Y SESMA at al. "Endoplasmic reticulum/golyi nucleatide sugar transporters contribute to the 4448, 53-57, 62-64,
celiular release of UDP-sugar signaling molecules,” J Biol Chem. 10 March 2009 (10.03,2008), | 66-69
Vol, 284, No. 18, Pgs. 12572-12583. entire documant )
A CHAMBERS et al. "A G pmiein-eouplad receptor for UDP-glucasa,” J Biol Chem. 14 April 2000 | 1-7, 9, 17-23, 25, 33-36,
(14,04.2000), Vol. 275, No. 15, Pgs. 10767-10771. entire document ) 37.48, 53-57, 6264,
. 66-69 '
A .WO 2013/033178 A1 {UNIV UTAH RES FOUND) T March 2013 (07.03.2013) antire dogument 1-7, 9, 17-23, 25, 33-35,
37-48, 53-57, 62-64,
. 66-69
A WO 2003/076945 A2 (BAYER AG) 18 September 2003 (18.09.2003) entire document 1-7, 9, 17-23, 25, 33-35.
37-48, 53-57, 82-84,
66-69

D Further documents are listed in the continuation of Box C.

O

wpn

Special categories of cited documents:

document defining the general state of the art which is not considered
ta be of particular relevance

earlier application or patent but published on or after the intemationgl
filing date

dotyment which may throw doubts on priority ¢laim{s} or which is
cited 10 establish the publication date of another citation or other
special reason (as specified)

document referring to an oral disclosure, use, exhibition or other
mcans

document published prior to the international filing date but later than
the priority date claimed

agy

wpm

wym

upm

“T™ Jater document published afier the international filing date or priority
date and not in conflict with the application but cited to undersiand
the principle or theory underlying the invention

document of particular relevance; the claimed invention cannot be

considered novel or cannot be considered to involve an inventive
step when the decument is taken alone

document of panicular relevance; the claimed invention cannot be
considered to involve an inventive step when the document is
combined with on¢ or more other such documents, such combination
being obvious to a person skilled in the art

“&" document member of the same patent farily

g

e

Date of the actual completion of the international search

11 Febryary 2015

Date of mailing of the international search report

2 4 MAR 2015

Name and mailing address of the ISA/US -

Mall Stop PCT, Attn: ISA/US, Commissioner for Patents
P.O. Box 1450, Alexandria, Virginia 22313-1450

Facsimile No.  571-273-3201

Aushorized officer:
Blaine R. Copenheaver

PCT Hedpdesk: 571-272-4300
PCT OBP; 571-272-7774 N

. Form PCT/1ISA/210 (second sheet) (July 2009)




(64) JP 2017-505897 A 2017.2.23

INTERNATIONAL SEARCH REFORT Intemational application No.
PCTAIS2014/064625

Box No. 1l Observations where certain claims were found unsearchable (Continuation of item 2 of first sheet)

This international search report has not been established in respect of certain claims under Article 172)(a) for the following reasons:

1. D Claims Nos.:

because they relate to subject matter not required 1w be searched by this Authority, namely:

2. D Claims Nos.: B
because they relate to parts of the interaational application that do not comply with the prescribed requirements to such an

extent that no meaningful international search can be carried out, specifically:

3. ’A‘ Claims Nos.: 8, 10-16, 24, 26-32, 36, 48-52, 58-61, 65
because they are dependent claims and are not drafied in accordance with the second and third sentences of Rule 6.4(a).

Box No. I1L Observaﬁons where unity of invention is lacking (Continuation of item 3 of first sheet)

This International Searching Authority found multiple inventions in this international application, as follows:

1. [:I As all required additional search fees were timely paid by the applicant,-lhis internationat search report covers all searchable
claims.’

2. |:| As all searchable claims could be searched without effort justifying additional fees, this Authority did not invite payment of
additional fees. .

3. D As only some of the required additional search fees were timely paid by the applicant, this internaticnal search report covers
only those claims for which fees were paid, specifically claims Nos.

4, D No required additional search foes were timely paid by the applicant, Cpnsequ:nlly, this international search report is
restricted to the invention first mentioned in the claims; it is covered by claims Nes.:

Remark on Protest D The additional search fees were ac panied by the pplicant's protest and, where applicable, the
payment of a protest fee.
D The additional search fees were accompanied by the applicant’s protest but the applicable protest
fee was not paid within the time limit specified in the invitation.

D No protest accompanied the payment of additional search fees.

Form PCT/ISA/210 (continuation of first sheet (2)) (July 2009)



(65) JP 2017-505897 A 2017.2.23

gooooboooood

(G)Int.Cl. oo oooooobooooo
oooOo 13/12 (2006.01) oooo  13/12 oooo goooo
oooo  43/00 (2006.01) o000  43/00 gooo goooo
oooo  39/395 (2006.01) Oo0oOoo  39/395 gooo ooooo
oooo o000 39/395 oooo goooo

@égnHoooooog  AP(BW,GH,GM,KE,LR,LS,MW,MZ,NA,RW,SD,SL,ST,SZ,TZ,UG,ZM, ZW) ,EA(AM,AZ,,BY ,KG,KZ,RU, T
J,T™),EP(AL,AT,BE,BG,CH,CY,CZ,DE, DK, EE,ES,FI ,FR,GB,GR,HR,HU, IE, IS, IT,LT,LU,LV,MC,MK,MT,NL,NO,PL,PT,R
0,RS,SE,SI,SK,SM,TR) ,0A(BF,BJ,CF,CG,CI,CM,GA,GN,GQ,GW, KM, ML ,MR,NE, SN, TD, TG) ,AE,AG,AL ,AM,AO, AT, AU, AZ,
BA,BB,BG,BH,BN,BR,BW,BY,BZ,CA,CH,CL,CN,CO,CR,CU,CZ,DE,DK,DM,D0,DZ,EC, EE, EG, ES,FI,GB,GD, GE, GH,GM, GT ,H
N,HR,HU, ID, IL, IN, IR, IS, JP,KE,KG,KN,KP,KR,KZ,LA,LC,LK,LR,LS,LU,LY,MA,MD,ME, MG, MK, MN , MW, MX , MY ,MZ ,NA NG
,NI,NO,NZ,0M,PA,PE,PG,PH,PL,PT,QA,RO,RS,RU,RW,SA,SC,SD, SE, SG, SK, SL, SM, ST, SV, SY,TH, TJ, TM, TN, TR, TT,TZ,
UA,UG,US

gooooooooooooobood
gooooo
gooooooooooooo
goooon

(74)000 100148699
0o0o0000O0OD
(74000 100128048
nialafalalulululn)
(74000 100129506
aiajafalalulaluls)
(74)000 100114340
000000000
(74000 100114889
Oooo0o0O0OO0OoO
(74000 100121072
0oo0o0O00OoO0
(72000 0OOO0OOO0OO0OOO
0000000000000000000000DDDDDNNNNonoooooononon
(7000 00000000
000000000000000000000000000000NNNNononononn
(7000 0OOO0OOOOOOO
00000000000- 000000000000000000000000
(72000 00000- 0000000000000
0000000000000000000000DD0D0DDDNNNNnnoononononn
(7000 0OO0O0OOOOOO
00000000000000000000000000000000000000000000
ooooooOo
0000(00) 26045 AA25 CBO3 DA13 DA36
0000 OO 4B063 QA01 QA19 QQ03 QQ53 QRO8 QR55 QR62 QS25 QXO1
0000 OO 4C084 AAL7 NAl4 ZA811 ZB111
0000 OO 4C085 AA13 AAl4 DD62 EEO1



THMBW(EF)

[ i (S RIR) A ()

RF(EFR)AGE)

FRI&R BB A

KRN

F-TERMZ %S

RIBA (1)

LR

H M2 TF S0k

S EREESE

BEG®)

ATRNF/ZAT RENAESYWN S E

JP2017505897A ASIONTINE
JP2016528246 Bi% B
BERER

EERERA

IR IIE—
T7S590F A
FAOYY T ——
d—FYARAUEREYITAINFTIT
EFYRNIATIIL

TR 2IIE—

7200 FZAR

FAOY>Y TZ—
d—FYX-UREY Ja4I)LF IT7.
EFYNIZIATIIL

2017-02-23

2014-11-07

patsnap

GO1N33/53 GO1N33/50 GO1N33/536 C12Q1/68 A61K45/00 A61P13/12 A61P43/00 A61K39/395

A61K31/451 A61P13/12 A61P29/00 GO1N33/5308 GO1N33/566 GO1N33/66 GO1N2333/726 GO1N2800
/347 GO1N2800/52 GO1N2800/7095 A61K2039/505 C07K16/28 C07K2317/20 CO7K2317/76 GO1N33

74

GO1N33/53.ZNA.D GO1N33/50.P GO1N33/536.D C12Q1/68.A A61K45/00 A61P13/12 A61P43/00.111

AB1K39/395.N A61K39/395.D

2G045/AA25 2G045/CB03 2G045/DA13 2G045/DA36 4B063/QA01 4B063/QA19 4B063/QQ03 4B063
/QQ53 4B063/QR08 4B063/QR55 4B063/QR62 4B063/QS25 4B063/QX01 4C084/AA17 4C084/NA14
4C084/ZA811 4C084/ZB111 4C085/AA13 4C085/AA14 4C085/DD62 4CO85/EE01

SBEKIR
HEE—
EBBY
PHREE
FEAKRR
ki TN

61/962476 2013-11-07 US
61/931184 2014-01-24 US
61/931146 2014-01-24 US

JP6612749B2
JP2017505897A5

Espacenet

ANTHE RIBE N &k B 32 1= & KR fm Bl 20 FROBAE @ P BIP2Y 14 R/ UDP-B & FE I K PR B A A FERI N ESER 5 3£, ARTF
T35 KB e A P2Y 1430 HI7) 5877 '8 BE RAERY 77 7%


https://share-analytics.zhihuiya.com/view/48553948-84cb-4521-bbb7-9f99eff97ad3
https://worldwide.espacenet.com/patent/search/family/053042330/publication/JP2017505897A?q=JP2017505897A

MERGE

W
FIG. 12



