
1. An antibody or an antigen-binding fragment thereof that selectively binds to an 

epitope within the core region of transglutaminase type 2 (TG2) and that inhibits 

5 human TG2 cross-linking lysine and glutamine with NE(y-glutamyl)lysine isopepti 

bonds. 

2. The antibody of Claim 1, wherein the core region consists of amino ac ds 143 to 

473 of human TG2. 

10 

3. The antibody of Claim 1 or 2, wherein the antibody or anti• - n-binding fragment 

thereof selectively binds in whole or in part to a region compris 	g: 

i) amino acids 304 to 326 of human TG2; or 

ii) amino acids 351 to 365 of human TG2; or 

15 iii) amino acids 450 to 467 of human TG2. 

4. The antibody of any preceding claim, 	herein the antibody or antigen-binding 

fragment thereof comprises one or more o• he following amino acid sequences, or one or 

more amino acid sequence having at l::st 90% identity with one or more of the following 

20 amino acid sequences: 

KASQDINSYLT or TCK , QDINSYLTWF or TCKASQDINSYLTWY; and/or 

RTNRLFD or TLIYR 	RLFDGVP or TLIYRTNRLFDGVPXXFSGSGSGQDFF or 

LLIYRTNRLFDG " or SLIYRTNRLFDGVP or 

LLIYRTNRLFP VPXXFSGSGSGQDFF or 

25 SLIYRTN" FDGVPXXFSGSGSGQDFF or LTNRLMD or LVNRLVD or XXNRLXD 

or LLIYF NRLFDGVPSRFSGSGSGTDFF or 

SLI "TNRLFDGVPSRFSGSGSGTDFF or 

IYLTNRLMDGVPSRFSGSGSGTDFF or 

TLIYLTNRLMDGVPSRFSGSGSGQEFL or 

30 SLIYLVNRLVDGVPSRFSGSGSGTDFF or 

ILIYLVNRLVDGVPSRFSGSGSGQDYA or TLIYLTNRLMDGVP or 

SLIYLTNRLMDGVP or SLIYLVNRLVDGVP or LVNRLVD or ILIYLVNRLVDGVP; 

and/or 

LQYDDFPYT or YCLQYDDFPYTFG or LQYVDFPYT or LQYVDFPYT or 

35 LQYXDFPYT or YCLQYVDFPYTFG; and/or 

SSAMS or FTLSSSAMSWVR or CXAXXFTLSSSAMSWVR or FTFSSSAMSWVR 

or CXAXXFTFSSSAMSWVR or THAMS or XXAMS or CAASGFTFSSSAMSWVR 



a 	A A 
777  "17  ••• 

FTFSTHAMSWVR or CAASGFTLSTHAMSWVR or FTLSTHAMSWVR; and/or 

TISVGGGKTYYPDSVKG or WVATISVGGGKTYYPDSVKGRFTISR or 

WVATISVGGGKTYYPDSVKGRFTISRXNXXXXL or 

5 WVSTISVGGGKTYYPDSVKGRFTISR or 

WVSTISVGGGKTYYPDSVKGRFTISRXNXXXXL or TISSGGRSTYYPDSV 	or 

TISSGGRSTYYPDSVKG or TISXGGXXTYYPDSVKG or 

WVSTISVGGGKTYYPDSVKGRFTISRDNSKNTL or 

WVSTISVGGGKTYYPDSVKGRFTISRDN or 

10 WVSTISSGGRSTYYPDSVKGRFTISRDNSKNTL or 

WVSTISSGGRSTYYPDSVKGRFTISRDN or 

WVSTISSGGRSTYYPDSVKGRFTISR or 

WVATISSGGRSTYYPDSVKGRFTVSRDSSKNTL o 

WVATISSGGRSTYYPDSVKGRFTVSRDS or 

15 WVATISSGGRSTYYPDSVKGRFTVSR or 

WVATISSGGRSTYYPDSVKGRFTISRDN:KNTL or 

WVATISSGGRSTYYPDSVKGRFTIS" PN or 

WVATISSGGRSTYYPDSVKGRFT =R; and/or 

LISLY or YCAKLISLYWG or LI "Y or LISTY or LISXY or YCAKLISPYWG or 

20 YCAKLISTYWG or FCARLI 	YWG, 

wherein X is any amino . , id. 

5. The antibody of a 	preceding claim, wherein the antibody or antigen-binding 

fragment thereof has 

25 at least one ight chain variable region comprising the following amino acid 

sequences, or . 	amino acid sequence having at least 90% identity with the following 

amino acid 	-quences: 

(K/Q/R)ASQ(D/G)I(N/S/R)(S/N)YL(T/N/A), for example KASQDINSYLT; 

and 

30 (R/L/V/D/A)(T/V/A)(N/S)(R/N)L(F/M/V/E/Q)(D/T/S), for example RTNRLFD; 

and 

(L/Q)Q(Y/H)(D/V/N)(D/T)(F/Y)P(Y/L/VV)T, for example LQYDDFPYT; and/or 

at least one heavy chain variable region comprising the following amino acid 

sequences, or an amino acid sequence having at least 90% identity with the following 

35 	amino acid sequences: 

(S/T)(S/H/Y)AMS, for example SSAMS; and 



(77A11S(VISIG) -6-151G-(-G-tR).(-kfa)-Yrr4(PlA)DSVICGT-fer--e 	  

TISVGGGKTYYPDSVKG; and 

(L/D)(I/G)(S/G)(L/P/T/V)Y, for example LISLY. 

5 6. 	The antibody of any preceding claim, wherein the antibody or antigen-binding 

fragment thereof comprises the following amino acid sequences, or amino acid 

sequences having at least 90% identity with the following amino acid sequences: 

(a) KASQDINSYLT (LCDR1); 

10 LVNRLVD (LCDR2); 

LQYDDFPYT (LCDR3); 

THAMS (HCDR1); 

TISSGGRSTYYPDSVKG (HCDR2); and 

LISTY (HCDR3); or 

15 

(b) KASQDINSYLT (LCDR1); 

LTNRLMD (LCDR2); 

LQYVDFPYT (LCDR3); 

SSAMS (HCDR1); 

20 TISSGGRSTYYPDSVK 	HCDR2); and 

LISPY (HCDR3); or 

(c) KASQDINSYL 	LCDR1); 

RTNRLFD 	CDR2); 

25 LQYDD r 'YT (LCDR3); 

SSA 	S (HCDR1); 

T .VGGGKTYYPDSVKG (HCDR2); and 

LISLY (HCDR3). 

30 7. 	The antibody of any preceding claim, wherein the antibody or antigen-binding 

f ..gment thereof has at least one light chain variable region comprising the amino acid 

sequence 

DIKMTQSPSSMYASLGERVTITCKASQDINSYLTWFQQKPGKSPKTLIYRTNRLFDGVPS 

RFSGSGSGQDFFLTISSLEYEDMGIYYCLQYDDFPYTFGGGTKLEIK, or 

35 DIQMTQTPSSMYASLGERVTITCKASQDINSYLTWFQQKPGKSPKTLIYRTNRLFDGVPS 

RFSGSGSGQDFFLTISSLEYEDMGIYYCLQYDDFPYTFGGGTKLEIK, or 



A-Ser1f1-1-tf-etQK 	PGKSPK-T-L--ff-R-TNRL-F-Ifre-V 

FSGSGSGQDFFLTISSLEYEDMGIYYCLQYDDFPYTFGGGTKLEIK (AB-1_VK), or 

D IQMTQSPSSMYASLGERVTITOKASQD I NSYLTWFQQKPG KSPKTLIYRTNRLFDGVPS 

RFSGSGSGQDFFLTISSLEYEDMGIYYCLQYDDFPYTFGGGTKLEIK (AB-1_VK1), or 

5 EIVLTQSPSSLSASVGDRVTITCKASQDINSYLTWYQQKPGKAPKLLIYRTNRLFDGVP , ' 

FSGSGSGTDFFFTISSLQPEDFGTYYCLQYDDFPYTFGGGTKLEIK (hAB-1_RKE), or 

D I QMTQSPSSLSASVGDRVTITOKASQD I NSYLTWFQQKPG KAPKSLIYRTNRL , II GVPS 

RFSGSGSGTDFFLTISSLQPEDFATYYCLQYDDFPYTFGQGTKVEIK (hAB- 	'KJ), or 

AI KMTQSPSSMYASLGERVI ITCKASQDINSYLTWFQQKPGKSPKTLIYLTNRLMDGVPSR 

10 FSGSGSGQEFLLTISGLEHEDMGIYYCLQYVDFPYTFGGGTKLEIK (; '4-7 VK), or 

DITMTQSPSSIYASLGERVTITCKASQDINSYLTWFQQKPGKSPKI 	LVNRLVDGVPSRF 

SGSGSGQDYALTISSLEYEDMGIYYCLQYDDFPYTFGGGTKL,  K (DC-1 VK), or 

QIVLTQSPAIMSASPGEKVTMTCSASSSVDYMYWYQQKP . SPRLLIYDTSNLASGVPV 

RFSGSGSGTSYSLTISRMGAEDAATYYCQQWNSSPLT FGAGTKLELK (DD-9 VK), or 

15 QIVLTQSPAIMSASPGEKVTMTCSASSSVSYMYWY IP 0 KPGSSPRLLIYDTSNLASGVPV 

RFSGSGSGTSYSLTISRMEAEDAATFYCQQWS :. PLTFGAGTKLELK (DH-2 VK), or 

DIQMTQSPSSLSASVGDRVTITOKASQD I NSY 	FQQKPGKAPKSLIYLTNRLMDGVPS 

RFSGSGSGTDFFLTISSLQPEDFATYYCL0 VDFPYTFGQGTKVEIK, or 

DIKMTQSPSSLSASVGDRVTITCKASQP NSYLTWFQQKPGKAPKTLIYLTNRLMDGVPS 

20 RFSGSGSGQEFLLTISSLQPEDFAT 	CLQYVDFPYTFGQGTKVEIK, or 

DIQMTQSPSSLSASVGDRVTITC ASQDINSYLTWFQQKPGKAPKSLIYLVNRLVDGVPS 

RFSGSGSGTDFFLTISSLQP 0FATYYCLQYDDFPYTFGQGTKVEIK, or 

DITMTQSPSSLSASVGDR 	ITCKASQDINSYLTWFQQKPGKAPKILIYLVNRLVDGVPSR 

FSGSGSGQDYALTISS QPEDFATYYCLQYDDFPYTFGQGTKVEIK; and/or at least one 

25 heavy chain variabl- 	egion comprising the amino acid sequence 

EVQLVESGGG , PGGSLKLSCAASGFTLSSSAMSWVRQTPDRRLEWVATISVGGGKT 

YYPDSVKG' ' TISRDNAKNTLYLQMNSLRSEDTAMYYCAKLISLYWGQGTTLTVSS, or 

EVQLEES r  GGLVKPGGSLKLSCAASGFTLSSSAMSWVRQTPDRRLEWVATISVGGGKT 

YYPD 	KGRFTISRDNAKNTLYLQMNSLRSEDTAMYYCAKLISLYWGQGTTLTVSS, or 

30 EV* QESGGGLVKPGGSLKLSCAASGFTLSSSAMSWVRQTPDRRLEWVATISVGGGKT 

PDSVKGRFTISRDNAKNTLYLQMNSLRSEDTAMYYCAKLISLYWGQGTTLTVSS (AB- 

1_VH), or 

EVQLLESGGGLVQPGGSLRLSCAASG FTFSSSAMSWVRQAPGKG LEWVSTISVGGG KT 

YYPDSVKGRFTISRDNSKNTLYLQMNSLRAEDTAVYYCAKLISLYVVGQGTLVTVSS 

35 (hAB-1_RHA), or 

AVQLVESGGGLVKPGGSLKLSCAASG I I FSSSAMSWVRQTPEKRLEWVATISSGG RSTY 

YPDSVKGRFTVSRDSAKNTLYLQMDSLRSEDTAIYYCAKL I SPYWGQGTTLTVSS (BB-7 
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VH), or 

EVQLVESGGGLVKPGGSLKLSCAASGFTLSTHAMSWVRQTPEKRLEWVATISSGGRST 

YYPDSVKGRFTISRDNVKNTLYLQLSSLRSEDTAVYFCARLISTYWGQGTTLTVSS (DC-1 

VH), or 

5 QVTLKESG PG I LQPSQTLSLTCSFSG FSLSTSGMGVSW I RQSSG KG LEWLAH IYWDD 

RYNPSLKSRITISKDSSSNQVFLKITSVDTADTATYYCARSWTTAPFAFWGQGTLVT SA 

(DD-9 VH), or 

QVTLKESGPGILQPSQTLSLTCSFSGFSLSTSGMGVSWIRQPSGKGLEW A IYWDDDK 

RYNPSLKSRLTISKDTSSNQVFLKITSVDTADTATYYCARSGTTAPFAYW' QGTLVTVSA 

10 (DH-2 VH), or 

EVQLLESGGGLVQPGGSLRLSCAASGFTFSSSAMSWVRQAPG c.LEWVSTISSGGRST 

YYPDSVKGRFTISRDNSKNTLYLQMNSLRAEDTAVYYCAKLIS 	GQGTLVTVSS, or 

EVQLLESGGGLVQPGGSLRLSCAASGIIFSSSAMSWVRQ A '' GKGLEWVATISSGGRSTY 

YPDSVKGRFTVSRDSSKNTLYLQMNSLRAEDTAVYYC a LISPYWGQGTLVTVSS, or 

15 EVQLLESGGGLVQPGGSLRLSCAASGFTFSTHAMS VRQAPGKGLEWVSTISSGGRST 

YYPDSVKGRFTISRDNSKNTLYLQMNSLRAEDT A YYCAKLISTYWGQGTLVTVSS, or 

EVQLLESGGGLVQPGGSLRLSCAASGFTLST AMSWVRQAPGKGLEWVATISSGGRST 

YYPDSVKGRFTISRDNSKNTLYLQMNSLR 	DTAVYFCARLISTYWGQGTLVTVSS, or 

an amino acid sequence having at least t.1% identity with one or more of the amino acid 

20 sequences specified above. 

8. 	The antibody of any pr: eding claim, wherein the antibody or fragment thereof 

has: 

25 (a) a light chain 	.riable region comprising the sequence 

DITMTQSPSSL A SVGDRVTITCKASQDINSYLTWFQQKPGKAPKILIYLVNRLVDGVPSR 

FSGSGSGQI ALTISSLQPEDFATYYCLQYDDFPYTFGQGTKVEIK, and a heavy chain 
( 

variable re ,,ion comprising the sequence 

EVQL ' SGGGLVQPGGSLRLSCAASGFTLSTHAMSWVRQAPGKGLEWVATISSGGRST 

30 YY  . i  SVKGRFTISRDNSKNTLYLQMNSLRAEDTAVYFCARLISTYWGQGTLVTVSS, 

• amino acid sequences having at least 90% identity therewith; or 

(b) 	a light chain variable region comprising the sequence 

DIKMTQSPSSLSASVGDRVTITCKASQDINSYLTWFQQKPGKAPKTLIYLTNRLMDGVPS 

35 RFSGSGSGQEFLLTISSLQPEDFATYYCLQYVDFPYTFGQGTKVEIK, and a heavy chain 

variable region comprising the sequence 

1-21- 



-EVOtLESGGGBIOPee-S-L-RISCAA-S-GI irSS-SAMSWV-RGA-PG-KG 

YPDSVKGRFTVSRDSSKNTLYLQMNSLRAEDTAVYYCAKLISPYWGQGTLVTVSS, 

or amino acid sequences having at least 90% identity therewith; or 

5 (c) a light chain variable region comprising the sequence 

EIVLTQSPSSLSASVGDRVTITCKASQDINSYLTWYQQKPGKAPKWYRTNRLFDGVP'SR 

FSGSGSGTDFFFTISSLQPEDFGTYYCLQYDDFPYTFGGGTKLEIK, or 

DIQMTQSPSSLSASVGDRVTITCKASQDINSYLTWFQQKPGKAPKSLIYRTN '1_ F DGVPS 

10 

RFSGSGSGTDFFLTISSLQPEDFATYYCLQYDDFPYTFGQGTKVEIK, 

and a heavy chain variable region comprising the sequence 

EVQLLESGGGLVQPGGSLRLSCAASGFTFSSSAMSWVRQAPGK9LEWVSTISVGGGKT 

YYPDSVKGRFTISRDNSKNTLYLQMNSLRAEDTAVYYCAKLISI$VGQGTLVTVSS, 

or amino acid sequences having at least 90% identity therewiti. 

15 9. 	An antibody or antigen-binding fragment thereof 	at inhibits human TG2 cross- 

linking lysine and glutamine with NE(y-glutamyl)lysin? isopeptide bonds, that antibody or 

antigen-binding fragment comprising one or mar: of the following amino acid sequences, 

or one or more amino acid sequence having . least 90% identity with one or more of the 

following amino acid sequences: 

20 KASQDINSYLT or TCKASQDI 	YLTWF or TCKASQDINSYLTWY; and/or 

RTNRLFD or TLIYRTNRLF V VP or TLIYRTNRLFDGVPXXFSGSGSGQDFF or 

LLIYRTNRLFDGVP or S 	RTNRLFDGVP or 

LLIYRTNRLFDGVPX -SGSGSGQDFF or 

SLIYRTNRLFDGV XXFSGSGSGQDFF or LTNRLMD or LVNRLVD or XXNRLXD 

25 or LLIYRTNRL 	GVPSRFSGSGSGTDFF or 

SLIYRTNR;FDGVPSRFSGSGSGTDFF or 

SLIYLINKLMDGVPSRFSGSGSGTDFF 	or 

TLIY TNRLMDGVPSRFSGSGSGQEFL or 

S 	LVNRLVDGVPSRFSGSGSGTDFF or 

30 LIYLVNRLVDGVPSRFSGSGSGQDYA or TLIYLTNRLMDGVP 	or 

SLIYLTNRLMDGVP or SLIYLVNRLVDGVP or LVNRLVD or ILIYLVNRLVDGVP; 

and/or 

LQYDDFPYT or YCLQYDDFPYTFG or LQYVDFPYT or LQYVDFPYT or 

LQYXDFPYT or YCLQYVDFPYTFG; and/or 

35 SSAMS or FTLSSSAMSWVR or CXAXXFTLSSSAMSWVR or FTFSSSAMSWVR 

or CXAXXFTFSSSAMSWVR or THAMS or XXAMS or CAASGFTFSSSAMSWVR 
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	Of-GAAS-G-1+r 	E.ISCAMSVVVR or 11F3S5A-M 

FTFSTHAMSWVR or CAASGFTLSTHAMSWVR or FTLSTHAMSWVR; and/or 

TISVGGGKTYYPDSVKG or WVATISVGGGKTYYPDSVKGRFTISR or 

WVATISVGGGKTYYPDSVKGRFTISRXNXXXXL or 

5 WVSTISVGGGKTYYPDSVKGRFTISR or 

WVSTISVGGGKTYYPDSVKGRFTISRXNXXXXL or TISSGGRSTYYPDSV f. or 

TISSGGRSTYYPDSVKG or TISXGGXXTYYPDSVKG or 

WVSTISVGGGKTYYPDSVKGRFTISRDNSKNTL or 

WVSTISVGGGKTYYPDSVKGRFTISRDN or 

10 WVSTISSGGRSTYYPDSVKGRFTISRDNSKNTL or 

WVSTISSGGRSTYYPDSVKGRFTISRDN 	or 

WVSTISSGGRSTYYPDSVKGRFTISR or 

WVATISSGGRSTYYPDSVKGRFTVSRDSSKNTL or 

WVATISSGGRSTYYPDSVKGRFTVSRDS or 

15 WVATISSGGRSTYYPDSVKGRFTVSR or 

WVATISSGGRSTYYPDSVKGRFTISRDN •• NTL or 

WVATISSGGRSTYYPDSVKGRFTISRD 	or 

WVATISSGGRSTYYPDSVKGRFT1 -; and/or 

LISLY or YCAKLISLYWG or LISO or LISTY or LISXY or YCAKLISPYWG or 

20 YCAKLISTYWG or FCARL1S7MG, 

wherein X is any amino Ficurcl. 

10. 	The antibody or ant 	en-binding fragment of Claim 9, wherein the antibody or 

antigen-binding fragme 	thereof has 

25 at least one I 	ht chain variable region comprising the following amino acid 

sequences, or a 	mino acid sequence having at least 90% identity with the following 

amino acid se uences.  
/ 

/ 	(K/Q)ASQDI(N/S)(S/N)YL(T/N), for example KASQDINSYLT; and 

(R/L/V/D)(T/V/A)(N/S)(R/N)L(F/M/V/E)(D/T), for example RTNRLFD; and 

30 (L/Q)QY(D/V/N)(D/T)(FN)P(Y/L)T, for example LQYDDFPYT; and/or 

at least one heavy chain variable region comprising the following amino acid 

sequences, or an amino acid sequence having at least 90% identity with the following 

amino acid sequences: 

(S/T)(S/H/Y)AMS, for example SSAMS; and 

35 (T/A)IS(V/S/G)(G/S)G(G/R)(K/S)TYY(P/A)DSVKG, for example 

TISVGGGKTYYPDSVKG; and 

(L/D)(I/G)(S/G)(L/P/T/V)Y, for example LISLY. 

4 
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thereof comprises the following amino acid sequences, or amino acid sequences having 

at least 90% identity with the following amino acid sequences: 

5 (b) 	KASQDINSYLT (LCDR1); 

LVNRLVD (LCDR2); 

LQYDDFPYT (LCDR3); 

THAMS (HCDR1); 

TISSGGRSTYYPDSVKG (HCDR2); and 

10 LISTY (HCDR3); or 

(b) 	KASQDINSYLT (LCDR1); 

LTNRLMD (LCDR2); 

LQYVDFPYT (LCDR3); 

15 SSAMS (HCDR1); 

TISSGGRSTYYPDSVKG (HCDR2).  nd 

LISPY (HCDR3); or 

(d) 	KASQDINSYLT (LCDR1).  

20 RTNRLFD (LCDR2); 

LQYDDFPYT (LCD-3)• 

SSAMS (HCDR ; 

TISVGGGK 	YPDSVKG (HCDR2); and 

LISLY (H' 1R3). 

25 

12. 	The antibody or antigen-binding fragment of Claim 9, 10 or 11, wherein the 

antibody or . 	tigen-binding fragment thereof has at least one light chain variable region 

comprisi • the amino acid sequence 

DIK 	QSPSSMYASLGERVTITCKASQDINSYLTVVFQQKPGKSPKTLIYRTNRLFDGVPS 

30 R 	GSGSGQDFFLTISSLEYEDMGIYYCLQYDDFPYTFGGGTKLEIK, or 

DIQMTQTPSSMYASLGERVTITCKASQDINSYLTWFQQKPGKSPKTLIYRTNRLFDGVPS 

RFSGSGSGQDFFLTISSLEYEDMGIYYCLQYDDFPYTFGGGTKLEIK, or 

EIVLTQSPSSMYASLGERVTITCKASQDINSYLTWFQQKPGKSPKTLIYRTNRLFDGVPSR 

FSGSGSGQDFFLTISSLEYEDMGIYYCLQYDDFPYTFGGGTKLEIK (AB-1_VK), or 

35 DIQMTQSPSSMYASLGERVTITCKASQDINSYLTWFQQKPGKSPKTLIYRTNRLFDGVPS 

RFSGSGSGQDFFLTISSLEYEDMGIYYCLQYDDFPYTFGGGTKLEIK (AB-1_VK1), or 
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E-IVL-T-CtSPSS-LSA-S-V-GOR-V=HTCKASQB1NSYLTWY-04K-PGKA-PK-L-L-1-Y-RTN 

FSGSGSGTDFFFTISSLQPEDFGTYYCLQYDDFPYTFGGGTKLEIK (hAB-1_RKE), or 

DIQMTQSPSSLSASVGDRVTITCKASQDINSYLTWFQQKPGKAPKSLIYRTNRLFDGVPS 

RFSGSGSGTDFFLTISSLQPEDFATYYCLQYDDFPYTFGQGTKVEIK (hAB-1_RKJ), or 

5 Al KMTQSPSSMYASLG ERVI ITCKASQD I NSYLTWFQQKPGKSPKTLIYLTNRLMDGVP 

FSGSGSGQEFLLTISGLEHEDMGIYYCLQYVDFPYTFGGGTKLEIK (BB-7 VK), or 

DITMTQSPSSIYASLGERVTITCKASQDINSYLTWFQQKPGKSPKILIYLVNRLVDc PSRF 

SGSGSGQDYALTISSLEYEDMGIYYCLQYDDFPYTFGGGTKLEIK (DC-1 VK or 

QIVLTQSPAIMSASPGEKVTMTCSASSSVDYMYWYQQKPGSSPRLLIYD ' NLASGVPV 

10 RFSGSGSGTSYSLTISRMGAEDAATYYCQQWNSSPLTFGAGTKLEL,  (DD-9 VK), or 

QIVLTQSPAIMSASPGEKVTMTCSASSSVSYMYWYQQKPGSSP " LIYDTSNLASGVPV 

RFSGSGSGTSYSLTISRMEAEDAATFYCQQWSSSPLTFGAGT LELK (DH-2 VK), or 

DIQMTQSPSSLSASVGDRVTITCKASQDINSYLTWFQQKPc APKSLIYLTNRLMDGVPS 

RFSGSGSGTDFFLTISSLQPEDFATYYCLQYVDFPYTF . 0 GTKVEIK, or 

15 DI KMTQSPSSLSASVG DRVTITCKASQDI NSYLTWF,  QKPGKAPKTLIYLTN RLMDGVPS 

RFSGSGSGQEFLLTISSLQPEDFATYYCLQYVDE'YTFGQGTKVEIK, or 

DIQMTQSPSSLSASVGDRVTITCKASQDINSY 	FQQKPGKAPKSLIYLVNRLVDGVPS 

RFSGSGSGTDFFLTISSLQPEDFATYYCL• DDFPYTFGQGTKVEIK, or 

DITMTQSPSSLSASVGDRVTITCKASQ*INSYLTWFQQKPGKAPKILIYLVNRLVDGVPSR 

20 FSGSGSGQDYALTISSLQPEDFAT 	CLQYDDFPYTFGQGTKVEIK; and/or at least one 

heavy chain variable region comp 'sing the amino acid sequence 

EVQLVESGGGLVKPGGSLK 	CAASGFTLSSSAMSWVRQTPDRRLEWVATISVGGGKT 

YYPDSVKGRFTISRDNA 	TLYLQMNSLRSEDTAMYYCAKLISLYWGQGTTLTVSS, or 

EVQLEESGGGLVKP 	SLKLSCAASGFTLSSSAMSWVRQTPDRRLEWVATISVGGGKT 

25 YYPDSVKGRFTIS: P NAKNTLYLQMNSLRSEDTAMYYCAKLISLYWGQGTTLTVSS, or 

EVQLQESGGG 	KPGGSLKLSCAASGFTLSSSAMSWVRQTPDRRLEWVATISVGGGKT 

YYPDSVKG r 	ISRDNAKNTLYLQMNSLRSEDTAMYYCAKLISLYWGQGTTLTVSS (AB- 

1_VH), o 

EVQ 	ESGGGLVQPGGSLRLSCAASGFTFSSSAMSWVRQAPGKGLEWVSTISVGGGKT 

30 Y a DSVKGRFTISRDNSKNTLYLQMNSLRAEDTAVYYCAKLISLYWGQGTLVTVSS 

hAB-1_RHA), or 

AVQLVESGGG LVKPGGSLKLSCAASG I I FSSSAMSWVRQTPEKRLEWVATISSGGRSTY 

YPDSVKGRFTVSRDSAKNTLYLQMDSLRSEDTAIYYCAKLISPYWGQGTTLTVSS (BB-7 

VH), or 

35 EVQLVESGGG LVKPGGSLKLSCAASG FTLSTHAMSWVRQTPEKRLEWVATISSGGRST 

YYPDSVKGRFTISRDNVKNTLYLQLSSLRSEDTAVYFCARLISTYWGQGTTLTVSS (DC-1 

VH), or 
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---OVTI:KE-Su'l3G-Ite)PSOTL-SLTCSFSGI-S1=-ST 	 -E-W.L-A141 

RYNPSLKSRITISKDSSSNQVFLKITSVDTADTATYYCARSWTTAPFAFWGQGTLVTVSA 

(DD-9 VH), or 

QVTLKESGPGILQPSQTLSLTCSFSGFSLSTSGMGVSWIRQPSGKGLEWLAHIYWDDDK/ 

5 RYNPSLKSRLTISKDTSSNQVFLKITSVDTADTATYYCARSGTTAPFAYWGQGTLVIVSA 

(DH-2 VH), or 

EVQLLESGGGLVQPGGSLRLSCAASGFTFSSSAMSWVRQAPGKGLEWVSTI :GGRST 

YYPDSVKGRFTISRDNSKNTLYLQMNSLRAEDTAVYYCAKLISPYWGQGT 1 VSS, or 

EVQLLESGGGLVQPGGSLRLSCAASGIIFSSSAMSWVRQAPGKGLEW A  TISSGGRSTY 

10 YPDSVKGRFTVSRDSSKNTLYLQMNSLRAEDTAVYYCAKLISPYW 	AGTLVTVSS, or 

EVQLLESGGGLVQPGGSLRLSCAASGFTFSTHAMSWVRQAPG, 	LEWVSTISSGGRST 

YYPDSVKGRFTISRDNSKNTLYLQMNSLRAEDTAVYYCAKLI l• YWGQGTLVTVSS, or 

EVQLLESGGGLVQPGGSLRLSCAASGFTLSTHAMSWVRe•APGKGLEWVATISSGGRST 

YYPDSVKGRFTISRDNSKNTLYLQMNSLRAEDTAVYFPARLISTYWGQGTLVTVSS, or 

15 an amino acid sequence having at least 90% identity 	ith one or more of the amino acid 

sequences specified above. 

13. 	The antibody of any one of claims 9/10 12, wherein the antibody or fragment 

thereof has: 

20 

(a) a light chain variable re• sn comprising the sequence 

DITMTQSPSSLSASVGDRV ITCKASQDINSYLTWFQQKPGKAPKILIYLVNRLVDGVPSR 

FSGSGSGQDYALTISS co PEDFATYYCLQYDDFPYTFGQGTKVEIK, and a heavy chain 

variable region compr ing the sequence 

25 EVQLLESGGGLV fo PGGSLRLSCAASGFTLSTHAMSWVRQAPGKGLEWVATISSGGRST 

YYPDSVKGR 	ISRDNSKNTLYLQMNSLRAEDTAVYFCARLISTYWGQGTLVTVSS, 

or amino a 'd sequences having at least 90% identity therewith; or 

(1=i) 	a light chain variable region comprising the sequence 

30 ikMTOSPSSLSASVGDRVTITCKASQDINSYLTWFQQKPGKAPKTLIYLTNRLMDGVPS 

RFSGSGSGQEFLLTISSLOPEDFATYYCLQYVDFPYTFGQGTKVEIK, and a heavy chain 

variable region comprising the sequence 

EVQLLESGGGLVQPGGSLRLSCAASGIIFSSSAMSWVRQAPGKGLEWVATISSGGRSTY 

35 

YPDSVKGRFTVSRDSSKNTLYLQMNSLRAEDTAVYYCAKLISPYWGQGTLVTVSS, 

or amino acid sequences having at least 90% identity therewith; or 

(c) a light chain variable region comprising the sequence 
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	E 	SPSSESASVG-GR 	VT IT A ,... a M 6 ... 	 • .is KI LIYRINIRLFOLVPSR 

FSGSGSGTDFFFTISSLQPEDFGTYYCLQYDDFPYTFGGGTKLEIK, or 

DIQMTQSPSSLSASVGDRVTITCKASQDINSYLTWFQQKPGKAPKSLIYRTNRLFDGVPS 

5 

RFSGSGSGTDFFLTISSLQPEDFATYYCLQYDDFPYTFGQGTKVEI K, 

and a heavy chain variable region comprising the sequence 

EVQLLESGGGLVQPGGSLRLSCAASGFTFSSSAMSWVRQAPGKGLEWVSTISVG GKT 

YYPDSVKGRFTISRDNSKNTLYLQMNSLRAEDTAVYYCAKLISLYWGQGTLVTV S, 

or amino acid sequences having at least 90% identity therewith. 

10 14. The antibody of any preceding claim, wherein the antibody or .ifligen-binding 

fragment thereof comprises or consists of an intact antibody.  

15. The antibody of any preceding claim, wherein the an '•ody or antigen-binding 

fragment thereof comprises or consists of an antigen-birp; ng fragment selected from the 

15 group consisting of: an Fv fragment, for example a si 	le chain Fv fragment or a 

disulphide-bonded Fv fragment; an Fab fragment. .-,Ind an Fab-like fragment, for example 

an Fab' fragment or an F(ab)2 fragment. 

16. The antibody of any preceding cl, im, which is an IgG1, IgG2, IgG3 or IgG4 

20 

17. A polynucleotide encoding an antibody or an antigen-binding fragment thereof 

according to any of Claims 9 to 16. 

18. An antibody a 	ording to any of Claims 1 to 16, wherein the antibody or antigen- 

25 binding fragment t 	reof does not inhibit TG1, TG3, TG13 and/or TG7 activity. 

19. An nrabody or antigen-binding fragment thereof whose binding to TG2, for 

example, ht 'man TG2, is inhibited or reduced when an antibody according to any of Claims 

1 to ,16, 18 is bound to TG2, for example human TG2. 

30 

20. A compound comprising an antibody or antigen-binding fragment thereof 

according to any of Claims 1 to 16, 18 or 19 and a further moiety, for example a readily 

detectable moiety, and/or a directly or indirectly cytotoxic moiety. 

35 21. A pharmaceutical composition/formulation comprising an antibody or antigen-

binding fragment thereof according to any of Claims 1 to 16, or 18 to 19 or a 
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or 	a--eeftweridnd-aeeer-el-ifit 	to Claim 20, in acim.  

with a pharmaceutically acceptable excipient, adjuvant, diluent or carrier. 

22. The pharmaceutical composition/formulation according to Claim 21 further 

5 comprising one or more further active ingredients. 

23. The pharmaceutical composition/formulation according to Claim 21 or 2 	wherein 

the composition/formulation is formulated for intravenous, intramuscular, or 	bcutaneous 

delivery to a patient. 

10 

24. A kit of parts comprising an antibody or antigen-binding fr r ment thereof according 

to any of Claims 1 to 16, or 19 or a polynucleotide according t. 	laim 17, or a compound 

according to Claim 20; and a further agent. 

15 25. An antibody or antigen-binding fragment ther• of according to any of Claims 1 to 

16, or 18 to 19 or a polynucleotide according to 	aim 17, or a compound according to 

Claim 20, for use in medicine. 

26. Use of an antibody or antigen-. 	ding fragment thereof according to any of Claims 

20 1 to 16, or 18 to 19 or a polynucleo de according to Claim 17, or a compound according 

to Claim 20, in the manufacture .f a medicament for reducing or inhibiting TG2 enzyme 

activity in an individual in ne d thereof. 

27. Use of an an ,dody or antigen-binding fragment thereof according to any of Claims 

25 1 to 16, or 18 to lt or a polynucleotide according to Claim 17, or a compound according 

to Claim 20, i 	e manufacture of a medicament for treating and/or diagnosing Celiac 

disease, a. ormal wound healing, scarring, scleroderma, keloids and hypertrophic scars, 

ocular 	arring, inflammatory bowel disease, macular degeneration, Grave's 

opt 	. mopathy, drug-induced ergotism, psoriasis, fibrosis-related diseases (e.g. liver 

30 f .rosis, pulmonary fibrosis such as interstitial lung disease and fibrotic lung disease, 

cardiac fibrosis, skin fibrosis, myelofibrosis, kidney fibrosis such as glomerulosclerosis 

and tubulointerstitial fibrosis), atherosclerosis, restenosis, inflammatory diseases, 

autoimmune diseases, neurodegenerative/neurological diseases (e.g. Huntington's 

Disease, Alzheimer's disease, Parkinson's disease, polyglutamine disease, spinobulbar 

35 muscular atrophy, dentatorubral-pallidoluysian atrophy, spinocerebellar ataxias 1, 2, 3, 6, 

7 and 12, rubropallidal atrophy, spinocerebellar palsy), and/or cancer (e.g. glioblastomas 

such as glioblastoma in Li-Fraumeni syndrome and sporadic glioblastoma, malignant 



	mulanomasnaancrealic duct-al-atiermareifreff'reG, 	myc lekl-let=diefflia,aG4.4444-myidiage4i 

leukemia, myelodysplastic syndrome, myeloproliferative syndrome, gynaecological 

cancer, Kaposi's sarcoma, Hansen's disease, collagenous colitis). 

5 28. An in vitro method of reducing or inhibiting TG2 enzyme activity, the method 

comprising administering an antibody or antigen-binding fragment thereof according . 

any of Claims 1 to 16, or 18 to 19 or a polynucleotide according to Claim 17, or a 

compound according to Claim 20, to a sample comprising TG2, for example . issue or 

cell sample comprising TG2. 

10 

29. A method of producing an antibody or antigen-binding frag 	-nt thereof according 

to any of Claims 9 to 16, or 18 to 19, or a compound according 6 Claim 20, the method 

comprising expressing a polynucleotide according to Claim 1 	. 

15 30. A method of selecting an antibody or antigen-.' ding fragment thereof that 

selectively binds a transglutaminase protein and th. 	inhibits human TG2 cross-linking 

lysine and glutamine with NE(y-glutamyl)lysine isopeptide bonds, the method comprising 

the step of selecting an antibody or antigen-oinding fragment thereof that selectively binds 

a polypeptide comprising a transglutami :se core region/catalytic domain but not 

20 comprising a transglutaminase barrel er sandwich domain. 

31. A method of producing 	n antibody or antigen-binding fragment thereof that 

selectively binds a transglu 	minase protein and that inhibits human TG2 cross-linking 

lysine and glutamine wi 	NE(y-glutamyl)lysine isopeptide bonds, the method comprising 

25 administering to a n• -human animal a compound comprising: 

i) a polyps tide comprising a transglutaminase core region/catalytic domain but 

not comprising a transglutaminase barrel or sandwich domain, or a fragment thereof; and, 

optionally, 

an adjuvant. 

30 

A method of producing an antibody or antigen-binding fragment thereof according 

to any of Claims 1 to 16, or 18 to 19 comprising the step of selecting an antibody or 

antigen-binding fragment thereof that selectively binds a polypeptide sequence consisting 

of the polypeptide sequence of amino acids 143 to 473 of human TG2 or a fragment 

35 thereof. 



33. 	--A method 	of-pc-educing an  antibody or antigen bind-i-Rg-fr-agmeRt-thereof-aGoar 

to any of Claims 1 to 16, or 18 to 19 comprising administering to a non-human animal a 

compound comprising: 

i) a polypeptide sequence consisting of the polypeptide sequence of amino acids 

5 143 to 473 of human TG2 or a fragment thereof; and optionally, 

ii) an adjuvant. 

34. The method of Claim 31or 33 further comprising the step of selecting :n antibody 

or antigen-binding fragment thereof that selectively binds a transglutamin•. e protein, for 

10 example a TG2 such as human TG2. 

35. An antibody or antigen-binding fragment thereof obtain. ale by the method of any 

of Claims 29 to 34. 
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CLAIMS 

1. 	An antibody or an antigen-binding fragment thereof that selectively binds to an 

epitope within the core region of transglutaminase type 2 (TG2) and that inhibits human 

5 TG2 cross-linking lysine and glutamine with NE(y-glutamyl)lysine isopeptide bonds. 

2. 	The antibody of Claim 1, wherein the core region consists of amino acids 143 to 

473 of human TG2. 

10 3. 	The antibody of Claim 1 or 2, wherein the antibody or antigen-binding fragment 

thereof selectively binds in whole or in part to a region comprising: 

i) amino acids 304 to 326 of human TG2; or 

ii) amino acids 351 to 365 of human TG2; or 

iii) amino acids 450 to 467 of human TG2. 

15 

4. 	The antibody of any preceding claim, wherein the antibody or antigen-binding 

fragment thereof comprises one or more of the following amino acid sequences, or one or 

more amino acid sequence having at least 90% identity with one or more of the following 

amino acid sequences: 

20 KASQDINSYLT or TCKASQDINSYLIWF or TCKASQDINSYLIWY; and/or 

RTNRLFD or TLIYRTNRLFDGVP or TLIYRTNRLFDGVPXXFSGSGSGQDFF 

or LLIYRTNRLFDGVP or SLIYRTNRLFDGVP or 

LLIYRTNRLFDGVPXXFSGSGSGQDFF or 

SLIYRTNRLFDGVPXXFSGSGSGQDFF or LTNRLMD or LVNRLVD or 

25 XXNRLXD or LL1YRTNRLFDGVPSRFSGSGSGTDFF or 

SLIYRTNRLFDGVPSRFSGSGSGTDFF or 

SLIYLTNRLMDGVPSRFSGSGSGTDFF or 

TLIYLTNRLMDGVPSRFSGSGSGQEFL or 

SLIYLVNRLVDGVPSRFSGSGSGTDFF or 

30 ILIYLVNRLVDGVPSRFSGSGSGQDYA or TLIYLTNRLMDGVP or 

SLIYLTNRLMDGVP or SLIYLVNRLVDGVP or LVNRLVD or 

ILIYLVNRLVDGVP; and/or 
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LQYDDFPYT or YCLQYDDFPYTFG or LQYVDFPYT or LQYVDFPYT or 

LQYXDFPYT or YCLQYVDFPYTFG; and/or 

SSAMS or FTLSSSAMSWVR or CXAXXFTLSSSAMSWVR or 

FTFSSSAMSWVR or CXAXXFTFSSSAMSWVR or THAMS or XXAMS or 

5 CAASGFTFSSSAMSWVR 

or CAASGIIFSSSAMSWVR or IIFSSSAMSWVR or CAASGFTFSTHAMSWVR 

or FTFSTHAMSWVR or CAASGFTLSTHAMSWVR or FTLSTHAMSWVR; 

and/or 

TISVGGGKTYYPDSVKG or WVATISVGGGKTYYPDSVKGRFTISR or 

10 WVATISVGGGKTYYPDSVKGRFTISRXNXXXXL or 

WVSTISVGGGKTYYPDSVKGRFTISR or 

WVSTISVGGGKTYYPDSVKGRFTISRXNXXXXL or 

TISSGGRSTYYPDSVKG or 

TISSGGRSTYYPDSVKG or TISXGGXXTYYPDSVKG or 

15 WVSTISVGGGKTYYPDSVKGRFTISRDNSKNTL or 

WVSTISVGGGKTYYPDSVKGRFTISRDN or 

WVSTISSGGRSTYYPDSVKGRFTISRDNSKNTL or 

WVSTISSGGRSTYYPDSVKGRFTISRDN or 

WVSTISSGGRSTYYPDSVKGRFTISR or 

20 WVATISSGGRSTYYPDSVKGRFTVSRDSSKNTL or 

WVATISSGGRSTYYPDSVKGRFTVSRDS or 

WVATISSGGRSTYYPDSVKGRFTVSR or 

WVATISSGGRSTYYPDSVKGRFTISRDNSKNTL or 

WVATISSGGRSTYYPDSVKGRFTISRDN or 

25 WVATISSGGRSTYYPDSVKGRFTISR; and/or 

LISLY or YCAKLISLYWG or LISPY or LISTY or LISXY or YCAKLISPYWG 

or 

YCAKLISTYWG or FCARLISTYWG, 

wherein X is any amino acid. 

30 

5. 	The antibody of any preceding claim, wherein the antibody or antigen-

binding fragment thereof has 
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at least one light chain variable region comprising the following amino acid 

sequences, or an amino acid sequence having at least 90% identity with the 

following amino acid sequences: 

(K/Q/R)ASQ(D/G)I(N/S/R)(S/N)YL(T/N/A), for example 

5 KASQDINSYLT; 

and 

(R/L/V/D/A)(T/V/A)(N/S)(R/N)L(F/MN/E/Q)(D/T/S), for example 

RTNRLFD; 

and 

10 (L/Q)Q(Y/H)(D/V/N)(D/T)(F/Y)P(Y/L/W)T, for example LQYDDFPYT; 

and/or 

at least one heavy chain variable region comprising the following amino 

acid sequences, or an amino acid sequence having at least 90% identity with the 

following amino acid sequences: 

15 (S/T)(S/H/Y)AMS, for example SSAMS; and 

(T/A)IS(V/S/G)(G/S)G(G/R)(K/S)TYY(P/A)DSVKG, for example 

TISVGGGKTYYPDSVKG; and 

(L/D)(I/G)(S/G)(L/P/T/V)Y, for example LISLY. 

20 	6. The antibody of any preceding claim, wherein the antibody or antigen-binding 

fragment thereof comprises the following amino acid sequences, or amino acid sequences 

having at least 90% identity with the following amino acid sequences: 

(a) KASQDINSYLT (LCDR1); 

25 LVNRLVD (LCDR2); 

LQYDDFPYT (LCDR3); 

TRAMS (HCDR1); 

TISSGGRSTYYPDSVKG (HCDR2); and 

LISTY (HCDR3); or 

30 

(b) KASQDINSYLT (LCDR1); 

LTNRLMD (LCDR2); 
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LQYVDFPYT (LCDR3); 

SSAMS (HCDR1); 

TISSGGRSTYYPDSVKG (HCDR2); and 

LISPY (HCDR3); or 

5 

(c) 	KASQDINSYLT (LCDR1); 

RTNRLFD (LCDR2); 

LQYDDFPYT (LCDR3); 

SSAMS (HCDR1); 

10 TISVGGGKTYYPDSVKG (HCDR2); and 

LISLY (HCDR3). 

7. The antibody of any preceding claim, wherein the antibody or antigen-binding 

fragment thereof has at least one light chain variable region comprising the amino acid 

15 	sequence 

DIKMTQSPSSMYASLGERVTITCKASQDINSYLTWFQQKPGKSPKTLIYRTNRLFD 

GVPSRFSGSGSGQDFFLTISSLEYEDMGIYYCLQYDDFPYTFGGGTKLEIK, or 

DIQMTQTPSSMYASLGERVTITCKASQDINSYLTWFQQKPGKSPKTLIYRTNRLFD 

GVPSRFSGSGSGQDFFLTISSLEYEDMGIYYCLQYDDFPYTFGGGTKLEIK, or 

20 	EIVLTQSPSSMYASLGERVTITCKASQDINSYLTWFQQKPGKSPKTL1YRTNRLFDG 

VPSRFSGSGSGQDFFLTISSLEYEDMGIYYCLQYDDFPYTFGGGTKLEIK (AB- 

1 VK), or 

DIQMTQSPS SMYASLGERVTITCKASQDINSYLTWFQQKPGKSPKTLIYRTNRLFD 

GVPSRFSGSGSGQDFFLTISSLEYEDMGIYYCLQYDDFPYTFGGGTKLEIK (AB- 

25 	1 VK1), or 

EIVLTQSPSSLSASVGDRVTITCKASQDINSYLTWYQQKPGKAPKLL1YRTNRLFDG 

VPSRFSGSGSGTDFFFTIS SLQPEDFGTYYCLQYDDFPYTFGGGTKLEIK (hAB- 

1 RKE), or 

DIQMTQSPSSLSASVGDRVTITCKASQDINSYLTWFQQKPGKAPKSLIYRTNRLFD 

30 	GVPSRFSGSGSGTDFFLTIS SLQPEDFATYYCLQYDDFPYTFGQGTKVEIK (hAB- 

1 RKJ), or 
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AIKMTQSP S SMYA S LGERVIITCKASQDINSYLTWFQQKPGKSPKTLAYLTNRLMD 

GVP SRFSGS GS GQEFLLTISGLEHEDMGIYYCLQYVDFPYTFGGGTKLEIK (BB-7 

VK), or 

DITMTQSPSSIYASLGERVTITCKASQDINSYLTWFQQKPGKSPKILI YLVNRLVDG 

5 VP SRF S GS GSGQDYALTISS LEYEDMGIYYCLQYDDFPYTFGGGTKLEIK (DC-1 

VK), or 

QIVLTQSPAIMSASPGEKVTMTCSAS S SVDYMYWYQQKP GS SPRWYDTSNLASG 

VPVRFSGSGSGTSYSLTISRMGAEDAATYYCQQWNSSPLTFGAGTKLELK (DD-9 

VK), or 

10 QIVLTQSPAIMSASPGEKVTMTCSAS S SVSYMYWYQQKP GS SPRLL1YDTSNLA SG 

VPVRF SG SGS GTSYSLTISRMEAEDAATFYCQQWS S SPLTFGAGTKLELK (DH-2 

VK), or 

DIQMTQSP SSLSASVGDRVTITCKASQDINSYLTWFQQKPGKAPKSL1YLTNRLMD 

GVPSRFSGSGSGTDFFLTISSLQPEDFATYYCLQYVDFPYTFGQGTKVEIK, or 

15 DIKMTQ SP S SLSASVGDRVTITCKASQDINSYLTWFQQKPGKAPKTUYLTNRLMD 

GVP SRF SGS GSGQEFLLTIS SLQPEDFATYYCLQYVDFPYTFGQGTKVEIK, or 

DIQMTQSPSSLSASVGDRVTITCKASQDINSYLTWFQQKPGKAPKSL1YLVNRLVD 

GVPSRFSGSGSGTDFFLTIS SLQPEDFATYYCLQYDDFPYTFGQGTKVEIK, or 

DITMTQSP S SLSASVGDRVTITCKASQDINSYLTWFQQKP GKAPKILIYLVNRLVDG 

20 VPSRFSGSGSGQDYALTISSLQPEDFATYYCLQYDDFPYTFGQGTKVEIK; and/or at 

least one heavy chain variable region comprising the amino acid sequence 

EVQLVESGGGLVKPGGSLKLSCAASGFTLSS SAMSWVRQTPDRRLEWVATISVGG 

GKTYYPDSVKGRFTISRDNAKNTLYLQMNSLRSEDTAMYYCAKLI SLYWGQGTT 

LTVSS, or 

25 EVQLEESGGGLVKPGGSLKLSCAASGFTLSS SAMSWVRQTPDRRLEWVATISVGG 

GKTYYPDSVKGRFTISRDNAKNTLYLQMNSLRSEDTAMYYCAKLISLYWGQGTT 

LTVSS, or 

EVQLQESGGGLVKPGGSLKLSCAASGFTLS S SAMSWVRQTPDRRLEWVATISVGG 

GKTYYPDSVKGRFTISRDNAKNTLYLQMNSLRSEDTAMYYCAKLISLYWGQGTT 

30 LTVSS (AB1 VH), or 
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EVQLLESGGGLVQPGGSLRLSCAASGFTFS S SAMSWVRQAPGKGLEWVSTISVGG 

GKTYYP D S VKGRF TISRDNSKNTLYLQMNS LRAEDTA VYYCAKLIS LYW GQ GT LV 

TVSS (hAB-1 RHA), or 

AVQLVESGGGLVKPGGSLKLSCAASGIIFSSSAMSWVRQTPEKRLEWVATIS SGGR 

5 STYYPDSVKGRFTVSRDSAKNTLYLQMDSLRSEDTAIYYCAKLISPYWGQGTTLT 

VSS (BB-7VH), or 

EVQLVESGGGLVKPGGSLKLSCAASGFTLSTHAMSWVRQTPEKRLEWVATISSGG 

RSTYYPDSVKGRFTISRDNVKNTLYLQLSSLRSEDTAVYFCARLISTYWGQGTTLT 

VSS (DC-1VH), or 

10 QVTLKESGP GILQP SQTLSLTCSFSGFSLSTSGMGVSWIRQS SGKGLEWLAHIYWD 

DDKRYNP SLKSRITISKDS SSNQVFLKITSVDTADTATYYCARSWTTAPFAFWGQG 

TLVTVSA (DD-9 VH), or 

QVTLKESGPGILQP SQTLSLTCSFSGFSLSTSGMGVSWIRQP SGKGLEWLAHIYWD 

DDKRYNP SLKSRLTISKDTS SNQVFLKITSVDTADTATYYCARSGTTAPFAYWGQ 

15 GTLVTVSA (DH-2 VH), or 

EVQLLESGGGLVQPGGSLRLSCAASGFTFS S SAMSWVRQAP GKGLEWVSTIS SGG 

RSTYYPDSVKGRFTISRDNSKNTLYLQMNSLRAEDTAVYYCAKLISPYWGQGTLV 

TVSS, or 

EVQLLESGGGLVQPGGSLRLSCAASGIIFSS SAMSWVRQAP GKGLEWVATIS SGGR 

20 STYYPDSVKGRFTVSRDSSKNTLYLQMNSLRAEDTAVYYCAKLISPYWGQGTLVT 

VSS, or 

EVQLLESGGGLVQP GGSLRLSCAAS GFTF STHAMSWVRQAPGKGLEWVST IS SGG 

RSTYYPD S VKGRFTISRDNSKNTLYLQMN SLRAEDTAVYYCAKLI S TYWGQ GTLV 

TVSS, or 

25 EVQLLESGGGLVQPGGSLRLSCAASGFTLSTHAMSWVRQAPGKGLEWVATISSGG 

RSTYYPDSVKGRFTISRDNSKNTLYLQMNSLRAEDTAVYFCARLISTYWGQGTLV 

TVSS, or an amino acid sequence having at least 90% identity with one or more of the 

amino acid sequences specified above. 

30 8. 	The antibody of any preceding claim, wherein the antibody or fragment thereof has: 

(a) a light chain variable region comprising the sequence 
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DITMTQSPSSLSASVGDRVTITCKASQDINSYLTWFQQKPGKAPKILIYLVNRLVDG 

VPSRFSGSGSGQDYALTISSLQPEDFATYYCLQYDDFPYTFGQGTKVEIK, and a 

heavy chain variable region comprising the sequence 

EVQLLESGGGLVQPGGSLRLSCAASGFTLSTHAMSWVRQAPGKGLEWVATISSGG 

5 RSTYYPDSVKGRFTISRDNSKNTLYLQMNSLRAEDTAVYFCARLISTYWGQGTLV 

TVSS, 

or amino acid sequences having at least 90% identity therewith; or 

(b) a light chain variable region comprising the sequence 

10 DIKMTQSPSSLSASVGDRVTITCKASQDINSYLTWFQQKPGKAPKTUYLTNRLMD 

GVPS RFSGSGSGQEFLLTISSLQPEDFATYYCLQYVDFPYTFGQGTKVEIK, and a 

heavy chain variable region comprising the sequence 

EVOLLESGGGLVOPGGSLRLSCAASGIIFSSSAMSWVROAP GKGLEWVATISSGGR 

STYYPDSVKGRFTVSRDSSKNTLYLOMNSLRAEDTAVYYCAKLISPYWGOGTLVT 

15 VSS, 

or amino acid sequences having at least 90% identity therewith; or 

(c) a light chain variable region comprising the sequence 

EIVLTOSPSSLSASVGDRVTITCKASODINSYLTWYOOKPGKAPKWYRTNRLFDG 

20 VPSRFSGSGSGTDFFFTISSLOPEDFGTYYCLOYDDFPYTFGGGTKLEIK, or 

DIOMTOSPS SLSASVGDRVTITCKASODINSYLTWFOOKPGKAPKSL1YRTNRLFDG 

VPSRFSGSGSGTDFFLTIS SLOPEDFATYYCLOYDDFPYTFGOGTKVEIK, 

and a heavy chain variable region comprising the sequence 

EVOLLESGGGLVOPGGSLRLSCAASGFTFS SSAMSWVROAPGKGLEWVSTISVGG 

25 GKTYYPDSVKGRFTISRDNSKNTLYLOMNSLRAEDTAVYYCAKLISLYWGOGTLV 

TVSS, 

or amino acid sequences having at least 90% identity therewith. 

9. 	An antibody or antigen-binding fragment thereof that inhibits human TG2 

30 crosslinking lysine and glutamine with Nz(y-glutamyl)lysine isopeptide bonds, that 

antibody or antigen-binding fragment comprising one or more of the following amino acid 

sequences, 

123 



or one or more amino acid sequence having at least 90% identity with one or more of the 

following amino acid sequences: 

KASODINSYLTor TCKASODINSYLTWF or TCKASODINSYLTWY; and/or 

RTNRLFD or TLIYRTNRLFDGVP or TLIYRTNRLFDGVPXXFSGSGSGODFF 

5 or 

LL1YRTNRLFDGVP or SL1YRTNRLFDGVP or 

LLIYRTNRLFDGVPXXFSGSGSGODFF or 

SLIYRTNRLFDGVPXXFSGSGSGODFF or LTNRLMD or LVNRLVD or 

XXNRLXD or LL1YRTNRLFDGVPSRFSGSGSGTDFF or 

10 SLIYRTNRLFDGVPSRFSGSGSGTDFF or 

SLIYLTNRLMDGVPSRFSGSGSGTDFF or 

TLIYLTNRLMDGVPSRFSGSGSGOEFL or 

SLIYLVNRLVDGVPSRFSGSGSGTDFF or 

ILlYLVNRLVDGVPSRFSGSGSGODYA or TL1YLTNRLMDGVP or 

15 SLIYLTNRLMDGVP or SUYLVNRLVDGVP or LVNRLVD or 

and/or 

ILIYLVNRLVDGVP; 

LOYDDFPYTorYCLOYDDFPYTFG or LOYVDFPYT or LOYVDFPYTor 

LOYXDFPYT or YCLOYVDFPYTFG; 

20 and/or 

SSAMS or FTLSSSAMSWVR or CXAXXFTLSSSAMSWVR or 

FTFSSSAMSWVR or CXAXXFTFSSSAMSWVR or THAMS or XXAMS or 

CAASGFTFSSSAMSWVR or CAASGIIFSSSAMSWVR or IIFSSSAMSWVR or 

CAASGFTFSTHAMSWVR or 

25 FTFSTHAMSWVR or CAASGFTLSTHAMSWVR or FTLSTHAMSWVR; and/or 

TISVGGGKTYYPDSVKG or WVATISVGGGKTYYPDSVKGRFTISR or 

WVATISVGGGKTYYPDSVKGRFTISRXNXXXXL or 

WVSTISVGGGKTYYPDSVKGRFTISR or 

WVSTISVGGGKTYYPDSVKGRFTISRXNXXXXL or 

30 TISSGGRSTYYPDSVKG or TISSGGRSTYYPDSVKG or 

TISXGGXXTYYPDSVKG or 

WVSTISVGGGKTYYPDSVKGRFTISRDNSKNTL or 
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WVSTISVGGGKTYYPDSVKGRFTISRDN or 

WVSTISSGGRSTYYPDSVKGRFTISRDNSKNTL or 

WVSTISSGGRSTYYPDSVKGRFTISRDN or 

WVSTISSGGRSTYYPDSVKGRFTISR or 

5 WVATISSGGRSTYYPDSVKGRFTVSRDSSKNTL or 

WVATISSGGRSTYYPDSVKGRFTVSRDS or 

WVATISSGGRSTYYPDSVKGRFTVSR or 

WVATISSGGRSTYYPDSVKGRFTISRDNSKNTL or 

WVATISSGGRSTYYPDSVKGRFTISRDN or 

10 WVATISSGGRSTYYPDSVKGRFTISR; and/or 

LISLY or YCAKLISLYWG or LISPY or LISTY or LISXY or YCAKLISPYWG 

or YCAKLISTYWG or FCARLISTYWG, 

wherein X is any amino acid. 

15 10. 	The antibody or antigen-binding fragment of Claim 9, wherein the antibody 

or antigen-binding fragment thereof has 

at least one light chain variable region comprising the following amino acid 

sequences, or an amino acid sequence having at least 90% identity with the following 

amino acid sequences: 

20 (K/Q)ASQDI(N/S)(S/N)YL(T/N), for example KASQDINSYLT; and 

(R/L/V/D)(T/V/A)(N/S)(R/N)L(F/M/V/E)(D/T), for example RTNRLFD; 

and 

(L/Q)QY(D/V/N)(D/T)(F/Y)P(Y/L)T, for example LQYDDFPYT; and/or 

at least one heavy chain variable region comprising the following amino acid 

25 	sequences, or an amino acid sequence having at least 90% identity with the following 

amino acid sequences: 

(S/T)(S/H/Y)AMS, for example SSAMS; and 

(T/A)IS(V/S/G)(G/S)G(G/R)(K/S)TYY(P/A)DSVKG, for example 

TISVGGGKTYYPDSVKG; and 

30 (L/D)(I/G)(S/G)(L/P/T/V)Y, for example LISLY. 
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11. 	The antibody of claim 9 or 10, wherein the antibody or antigen-binding 

fragment thereof comprises the following amino acid sequences, or amino acid sequences 

having at least 90% identity with the following amino acid sequences: 

5 (b) 	KASQDINSYLT (LCDR1); 

LVNRLVD (LCDR2); 

LQYDDFPYT (LCDR3); 

THAMS (HCDR1); 

TISSGGRSTYYPDSVKG (HCDR2); and 

10 LISTY (HCDR3); or 

(b) 	KASQDINSYLT (LCDR1); 

LTNRLMD (LCDR2); 

LQYVDFPYT (LCDR3); 

15 SSAMS (HCDR1); 

TISSGGRSTYYPDSVKG (HCDR2); and 

LISPY (HCDR3); or 

(d) 	KASQDINSYLT (LCDR1); 

20 RTNRLFD (LCDR2); 

LQYDDFPYT (LCDR3); 

SSAMS (HCDR1); 

TISVGGGKTYYPDSVKG (HCDR2); and 

LISLY (HCDR3). 

25 

12. The antibody or antigen-binding fragment of Claim 9, 10 or 11, wherein the 

antibody or antigen-binding fragment thereof has at least one light chain variable region 

comprising the amino acid sequence 

DIKMTQSPSSMYASLGERVTITCKASQDINSYLTWFQQKPGKSPKTL1YRTNRLFD 

30 GVPSRFSGSGSGQDFFLTISSLEYEDMGIYYCLQYDDFPYTFGGGTKLEIK, or 

DIQMTQTPSSMYASLGERVTITCKASQDINSYLTWFQQKPGKSPKTLIYRTNRLFD 

GVPSRFSGSGSGQDFFLTISSLEYEDMGIYYCLQYDDFPYTFGGGTKLEIK, or 
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EIVLTQSPSSMYASLGERVTITCKASQDINSYLTWFQQKPGKSPKTL1YRTNRLFDG 

VPSRFSGSGSGQDFFLTISSLEYEDMGIYYCLQYDDFPYTFGGGTKLEIK (AB- 

1 VK), or 

DIQMTQSPSSMYASLGERVTITCKASQDINSYLTWFQQKPGKSPKTL1YRTNRLFD 

5 GVPSRFSGSGSGQDFFLTISSLEYEDMGIYYCLQYDDFPYTFGGGTKLEIK (AB- 

1 VK1), or 

EIVLTQSPSSLSASVGDRVTITCKASQDINSYLTWYQQKPGKAPKWYRTNRLFDG 

VPSRFSGSGSGTDFFFTIS SLQPEDFGTYYCLQYDDFPYTFGGGTKLEIK (hAB- 

1 RKE), or 

10 DIQMTQSPSSLSASVGDRVTITCKASQDINSYLTWFQQKPGKAPKSL1YRTNRLFDG 

VPSRFSGSGSGTDFFLTISSLQPEDFATYYCLQYDDFPYTFGQGTKVEIK (hAB-

l_RKJ), or 

AIKMTQSPSSMYASLGERVIITCKASQDINSYLTWFQQKPGKSPKTLIYLTNRLMD 

GVPSRFSGSGSGQEFLLTISGLEHEDMGIYYCLQYVDFPYTFGGGTKLEIK (BB-7 

15 VK), or 

DITMTQSPSSIYASLGERVTITCKASQDINSYLTWFQQKPGKSPKILIYLVNRLVDG 

VPSRFSGSGSGQDYALTISSLEYEDMGIYYCLQYDDFPYTFGGGTKLEIK (DC-1 

VK), or 

QIVLTQSPAIMSASPGEKVTMTCSAS SSVDYMYWYQQKPGSSPRLL1YDTSNLASG 

20 VPVRFSGSGSGTSYSLTISRMGAEDAATYYCQQWNS SPLTFGAGTKLELK (DD-9 

VK), or 

QIVLTQSPAIMSASPGEKVTMTCSASSSVSYMYWYQQKPGSSPRLL1YDTSNLASG 

VPVRFSGSGSGTSYSLTISRMEAEDAATFYCQQWSSSPLTFGAGTKLELK (DH-2 

VK), or 

25 DIQMTQSPSSLSASVGDRVTITCKASQDINSYLTWFQQKPGKAPKSL1YLTNRLMD 

GVPSRFSGSGSGTDFFLTISSLQPEDFATYYCLQYVDFPYTFGQGTKVEIK, or 

DIKMTQSPSSLSASVGDRVTITCKASQDINSYLTWFQQKPGKAPKTUYLTNRLMD 

GVPSRFSGSGSGQEFLLTIS SLQPEDFATYYCLQYVDFPYTFGQGTKVEIK, or 

DIQMTQSPS SLSASVGDRVTITCKASQDINSYLTWFQQKPGKAPKSL1YLVNRLVD 

30 GVP SRFSGSGSGTDFFLTISSLQPEDFATYYCLQYDDFPYTFGQGTKVEIK, or 
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DITMTQSP SSLSASVGDRVTITCKASQDINSYLTWFQQKPGKAPKILlYLVNRLVDG 

VPSRFSGSGSGQDYALTISSLQPEDFATYYCLQYDDFPYTFGQGTKVEIK; and/or at 

least one heavy chain variable region comprising the amino acid sequence 

EVQLVESGGGLVKPGGSLKLSCAASGFTLSS SAMSWVRQTPDRRLEWVATISVGG 

5 GKTYYPDSVKGRFTISRDNAKNTLYLQMNSLRSEDTAMYYCAKLISLYWGQGTT 

LTVSS, or 

EVQLEESGGGLVKPGGSLKLSCAASGFTLSS SAMSWVRQTPDRRLEWVATISVGG 

GKTYYPDSVKGRFTISRDNAKNTLYLQMNSLRSEDTAMYYCAKLISLYWGQGTT 

LTVSS, or 

10 EVQLQESGGGLVKPGGSLKLSCAASGFTLSS SAMSWVRQTPDRRLEWVATISVGG 

GKTYYPDSVKGRFTISRDNAKNTLYLQMNSLRSEDTAMYYCAKLISLYWGQGTT 

LTVSS (AB l_VH), or 

EVQLLESGGGLVQP GGSLRLS CAAS GFTFS S SAMSWVRQAP GKGLEWVSTISVGG 

GKTYYPDSVKGRFTISRDNSKNTLYLQMNSLRAEDTAVYYCAKLISLYWGQGTLV 

15 TV S S (hAB-1 RHA), or 

AVQLVESGGGLVKPGGSLKLSCAASGIIFSS SAMSWVRQTPEKRLEWVATISSGGR 

STYYPD SVKGRFTVSRD SAKNTLYLQMD S LRS EDTAIYYCAKLISPYWGQGTTLT 

VSS (BB-7VH), or 

EVQLVESGGGLVKP GGSLKLSCAASGFTLSTHAMSWVRQTPEKRLEWVATIS S GG 

20 RSTYYPDSVKGRFTISRDNVKNTLYLQLSSLRSEDTAVYFCARLISTYWGQGTTLT 

VSS (DC-1VH), or 

QVTLKES GP GILQP SQTLSLTCSFSGFSLSTSGMGVSWIRQSSGKGLEWLAHIYWD 

DDKRYNPSLKSRITISKDS S SNQVFLKITSVDTADTATYYCARSWTTAPFAFWGQG 

TLVTVSA (DD-9 VH), or 

25 QVTLKESGPGILQP SQTLSLTCSFSGFSLSTSGMGVSWIRQP SGKGLEWLAHIYWD 

DDKRYNP SLKSRLTISKDTS SNQVFLKITSVDTADTATYYCARSGTTAPFAYWGQ 

GTLVTVSA (DH-2 VH), or 

EVQLLES GGGLVQP GGSLRLSCAASGFTF S S SAMSWVRQAP GKGLEWVSTIS SGG 

RSTYYPDSVKGRFTISRDNSKNTLYLQMNSLRAEDTAVYYCAKLISPYWGQGTLV 

30 TVS S, or 
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EVQLLESGGGLVQPGGSLRLSCAASGIIFSSSAMSWVRQAPGKGLEWVATISSGGR 

STYYPDSVKGRFTVSRDSSKNTLYLQMNSLRAEDTAVYYCAKLISPYWGQGTLVT 

VSS, or 

EVQLLESGGGLVQPGGSLRLSCAASGFTFSTHAMSWVRQAPGKGLEWVSTISSGG 

5 RSTYYPDSVKGRFTISRDNSKNTLYLQMNSLRAEDTAVYYCAKLISTYWGQGTLV 

TVSS, or 

EVQLLESGGGLVQPGGSLRLSCAASGFTLSTHAMSWVRQAPGKGLEWVATISSGG 

RSTYYPDSVKGRFTISRDNSKNTLYLQMNSLRAEDTAVYFCARLISTYWGQGTLV 

TVSS, or 

10 an amino acid sequence having at least 90% identity with one or more of the amino acid 

sequences specified above. 

13. 	The antibody of anyone of claims 9 to 12, wherein the antibody or fragment thereof 

has: 

15 (a) a light chain variable region comprising the sequence 

DITMTQSP SSLSASVGDRVTITCKASQDINSYLTWFQQKPGKAPKILlYLVNRLVDG 

VPSRFSGSGSGQDYALTIS SLQPEDFATYYCLQYDDFPYTFGQGTKVEIK, and a 

heavy chain variable region comprising the sequence 

EVQLLESGGGLVQPGGSLRLSCAASGFTLSTHAMSWVRQAPGKGLEWVATISSGG 

20 RSTYYPDSVKGRFTISRDNSKNTLYLQMNSLRAEDTAVYFCARLISTYWGQGTLV 

TVSS, 

or amino acid sequences having at least 90% identity therewith; or 

(b) a light chain variable region comprising the sequence 

25 DIKMTQSP S SLSASVGDRVTITCKASQDINSYLTWFQQKPGKAPKTLAYLTNRLMD 

GVP SRFSGSGSGQEFLLTIS SLQPEDFATYYCLQYVDFPYTFGQGTKVEIK, and a 

heavy chain variable region comprising the sequence 

EVQLLESGGGLVQPGGSLRLSCAASGIIFSSSAMSWVRQAPGKGLEWVATISSGGR 

STYYPDSVKGRFTVSRDS SKNTLYLQMNSLRAEDTAVYYCAKLISPYWGQGTLVT 

30 VSS, 

or amino acid sequences having at least 90% identity therewith; or 
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(c) a light chain variable region comprising the sequence 

EIVLTQSPSSLSASVGDRVTITCKASQDINSYLTWYQQKPGKAPKWYRTNRLFDG 

VPSRFSGSGSGTDFFFTISSLQPEDFGTYYCLQYDDFPYTFGGGTKLEIK, or 

DIQMTQSPSSLSASVGDRVTITCKASQDINSYLTWFQQKPGKAPKSLIYRTNRLFD 

5 GVPSRFSGSGSGTDFFLTISSLQPEDFATYYCLQYDDFPYTFGQGTKVEIK, 

and a heavy chain variable region comprising the sequence 

EVQLLESGGGLVQPGGSLRLSCAASGFTFSSSAMSWVRQAPGKGLEWVSTISVGG 

GKTYYPDSVKGRFTISRDNSKNTLYLQMNSLRAEDTAVYYCAKLISLYWGQGTLV 

10 

TVSS, 

or amino acid sequences having at least 90% identity therewith. 

14. The antibody of any preceding claim, wherein the antibody or antigen-binding 

fragment thereof comprises or consists of an intact antibody. 

15 15. The antibody of any preceding claim, wherein the antibody or antigen-binding 

fragment thereof comprises or consists of an antigen-binding fragment selected from the 

group consisting of: an Fv fragment, for example a single chain Fv fragment or a 

disulphide-bonded Fv fragment; an Fab fragment; and an Fab-Iike fragment, for example 

an Fab' fragment or an F(ab)2 fragment. 

20 

16. The antibody of any preceding claim, which is an IgGl, IgG2, IgG3 or IgG4. 

17. A polynucleotide encoding an antibody or an antigen-binding fragment thereof 

according to any of Claims 9 to 16. 

25 

18. An antibody according to any of Claims 1 to 16, wherein the antibody or antigen-

binding fragment thereof does not inhibit TG1, TG3, TG13 and/or TG7 activity. 

19. An antibody or antigen-binding fragment thereof, that selectively binds to an 

30 epitope within the core region of transglutaminase type 2 (TG2) and that inhibits human 

TG2 cross-linking lysine and glutamine with Nc(y-glutamyl)lysine isopeptide bonds, 
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whose binding to TG2, for example human TG2, is inhibited or reduced when an antibody 

according to any of Claims 1 to 16, 18 is bound to TG2, for example human TG2. 

20. A compound comprising an antibody or antigen-binding fragment thereof 

5 according to any of Claims 1 to 16, 18 or 19 and a further moiety, for example a readily 

detectable moiety, and/or a directly or indirectly cytotoxic moiety. 

21. A pharmaceutical composition/formulation comprising an antibody or antigen-

binding fragment thereof according to any of Claims 1 to 16, or 18 to 19 or a 

10 polynucleotide according to Claim 17, or a compound according to Claim 20, in admixture 

with a pharmaceutically acceptable excipient, adjuvant, diluent or carrier. 

22. The pharmaceutical composition/formulation according to Claim 21 further 

comprising one or more further active ingredients. 

15 

23. The pharmaceutical composition/formulation according to Claim 21 or 22, wherein 

the composition/formulation is formulated for intravenous, intramuscular, or subcutaneous 

delivery to a patient. 

20 24. A kit of parts comprising an antibody or antigen-binding fragment thereof 

according to any of Claims 1 to 16, or 19 or a polynucleotide according to Claim 17, or a 

compound according to Claim 20; and a further agent. 

25. An antibody or antigen-binding fragment thereof according to any of Claims 1 to 16, or 

25 18 to 19 or a polynucleotide according to Claim 17, or a compound according to Claim 20, 

for use in medicine. 

26. Use of an antibody or antigen-binding fragment thereof according to any of Claims 

30 1 to 16, or 18 to 19 or a polynucleotide according to Claim 17, or a compound according to 

Claim 20, in the manufacture of a medicament for treating and/or diagnosing Celiac 

disease, abnormal wound healing, scarring, scleroderma, keloids and hypertrophic scars, 
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ocular scarring, inflammatory bowel disease, macular degeneration, Grave's 

opthalmopathy, drug-induced ergotism, psoriasis, fibrosis-related diseases (e.g. liver 

fibrosis, pulmonary fibrosis such as interstitial lung disease and fibrotic lung disease, 

cardiac fibrosis, skin fibrosis, myelofibrosis, kidney fibrosis such as glomerulosclerosis 

5 and tubulointerstitial fibrosis), atherosclerosis, restenosis, inflammatory diseases, 

autoimmune diseases, neurodegenerative/neurological diseases (e.g. Huntington's Disease, 

Alzheimer's disease, Parkinson's disease, polyglutamine disease, spinobulbar muscular 

atrophy, dentatorubral-pallidoluysian atrophy, spinocerebellar ataxias 1, 2, 3, 6, 7 and 12, 

rubropallidal atrophy, spinocerebellar palsy), and/or cancer (e.g. glioblastomas such as 

10 glioblastoma in Li-Fraumeni syndrome and sporadic glioblastoma, malignant melanomas, 

pancreatic ductal adenocarcinomas, myeloid leukemia, acute myelogenous leukemia, 

myelodysplastic syndrome, myeloproliferative syndrome, gynaecological cancer, Kaposi's 

sarcoma, Hansen's disease, collagenous colitis). 

15 27. An in vitro method of reducing or inhibiting TG2 enzyme activity, the method 

comprising administering an antibody or antigen-binding fragment thereof according to 

any of Claims 1 to 16, or 18 to 19 or a polynucleotide according to Claim 17, or a 

compound according to Claim 20, to a sample comprising TG2, for example a tissue or cell 

sample comprising TG2. 

20 

28. A method of producing an antibody or antigen-binding fragment thereof according 

to any of Claims 9 to 16, or 18 to 19, or a compound according to Claim 20, the method 

comprising expressing a polynucleotide according to Claim 17. 

25 29. A method of selecting an antibody or antigen-binding fragment thereof that 

selectively binds a transglutaminase protein and that inhibits human TG2 cross-linking 

lysine and glutamine with 1\16(y-glutamyplysine isopeptide bonds, the method comprising 

the step of selecting an antibody or antigen-binding fragment thereof that selectively binds 

a polypeptide comprising a transglutaminase core region/catalytic domain but not 

30 comprising a transglutaminase barrel or sandwich domain. 

132 



30. 	A method of producing an antibody or antigen-binding fragment thereof that 

selectively binds a transglutaminase protein and that inhibits human TG2 cross-linking 

lysine and glutamine with Ne(y-glutamyl)lysine isopeptide bonds, the method comprising 

administering to a non-human animal a compound comprising: 

5 i) a polypeptide comprising a transglutaminase core region/catalytic domain but not 

comprising a transglutaminase barrel or sandwich domain, or a fragment thereof; and, 

optionally, 

ii) an adjuvant. 

10 31. 	A method of producing an antibody or antigen-binding fragment thereof according 

to any of Claims 1 to 16, or 18 to 19 comprising the step of selecting an antibody or 

antigen-binding fragment thereof that selectively binds a polypeptide sequence consisting 

of the polypeptide sequence of amino acids 143 to 473 of human TG2 or a fragment 

thereof. 

15 

32. 	A method of producing an antibody or antigen-binding fragment thereof according 

to any of Claims 1 to 16, or 18 to 19 comprising administering to a non-human animal a 

compound comprising: 

i) a polypeptide sequence consisting of the polypeptide sequence of amino acids 

20 143 to 473 of human TG2 or a fragment thereof; and optionally, 

ii) an adjuvant. 

33. 	The method of Claim 30 or 32 further comprising the step of selecting an antibody 

or antigen-binding fragment thereof that selectively binds a transglutaminase protein, for 

25 example a TG2 such as human TG2. 

34. 	An antibody or antigen-binding fragment thereof obtainable by the method of any 

of Claims 28 to 33. 
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