LETTER TO THE EDITOR

Hepatosplenic T-cell lymphoma displays an original
oyster-shell cytological pattern and a genomic profile
distinct from that of v T-cell large granular lymphocytic
leukemia
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Supplemental data: Hepatosplenic T-cell ymphoma displays an original oyster-shell
cytological pattern and distinct genomic profile from y6T-Large Granular Lymphocytic
Leukemia

Supplemental Figure 1: Immunophenotypic and oncogenetic profiles of HSTCL and y6T-
LGLL patients.

Heatmap of mutations, cytogenetic alterations, antigen expression and TCR gene utilization in
dominant clonotypes from 24 HSTCL and 16 ybT-LGLL patients.

HSTCL: Hepatosplenic T-cell ymphoma; LGLL: Large Granular Lymphocytic Leukemia.

Supplemental Table 1: Somatic mutations detected in HSTCL and y6T-LGLL samples.

Supplemental Table 2: TRG and TRD productive clonotypes detected in HSTCL and y&T-LGLL
samples.
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Supplemental Table 1 : Somatic mutations detected in HSTCL and LGLL

Sample Gene Exon Nucleotid change Amino acid substitution VAF (%) Class
HHSTCL2 STAT3 21 c.1919A>T p.(Tyr640Phe) 14.6 5
DNMT3A 9 c.1024G>T p.(Glu342Ter) 9.7 4
#HSTCL3 TP53 5 c.461G>T p.(Gly154Val) 9.6 4
H#HSTCL4 STAT5B 16 c.1924A>C p.(Asn642His) 4.8 5
#HSTCL5 STAT5B 16 c.1924A>C p-(Asn642His) 20.3 5
DNMT3A 19 c.2207G>A p.(Arg736His) 15.4 3
H#HSTCL7 STAT5B 15 c.1883C>G p.(Thr628Ser) 76.8 4
H#HSTCL8 TET2 10 c.4393C>T p.(Argl465Ter) 13.2 4
EZH2 20 €.2199C>G p.(Tyr733Ter) 17.1 4
KRAS 2 c.35G>T p.(Gly12Val) 18.3 5
#HSTCLY TET2 11 €.5038C>T p.(GIn1680Ter) 49.5 5
TET2 11 ¢.5558_5559insC p.(Phel854LeufsTer5) 9.4 4
DNMT3A 14 c.1584C>A p.(Tyr528Ter) 47.2 5
CXCR4 2 c.954del p.(Ser319LeufsTer2) 5.9 4
#HSTCL10 TET2 11 ¢.5907G>T p.(Lys1969Asn) 10.1 3
TP53 6 c.671A>C p.(Glu224Ala) 56.9 4
TP53 6 c.581T>A p.(Leu194His) 6.4 4
H#HSTCL11 STAT5B 16 c.1924A>C p.(Asn642His) 2.6 5
#HSTCL12 SETD2 15 c.6366_6367insGA p.(Lys2123GlufsTer25) 12.4 4
H#HSTCL14 STAT5B 15 c.1883C>G p.(Thr628Ser) 34.2 4
#HSTCL15 SETD2 21 c.7614_7615del p.(His2538GInfsTer7) 6.4 4
SETD2 21 ¢.7570dup p.(Cys2524LeufsTer2) 6.6 4
EZH2 18 ¢.2079T>G p.(Asn693Lys) 5.1 4
H#HSTCL19 DNMT3A 21 €.2478+2T>C - 96.1 3
NOTCH1 34 ¢.7355_7356insAC p.(Val2453ArgfsTer25) 40.0 4
RUNX1 5 ¢.505dup p.(Arg169LysfsTer44) 49.5 4
#HSTCL20 STAT5B 16 c.1924A>C p-(Asn642His) 7.1 5
H#HSTCL21 STAT5B 16 c.1924A>C p.(Asn642His) 7.2 5
#HSTCL23 TNFAIP3 7 c.1690A>T p.(Lys564Ter) 9.1 4
H#HSTCL24 STAT5B 16 c.1994A>T p.(Tyr665Phe) 26.4 5
#LGL1 STAT3 21 c.1919A>T p.(Tyr640Phe) 26.9 5
#LGL3 STAT5B 16 c.1994A>T p.(Tyr665Phe) 3.7 4
#LGL4 STAT3 21 c.1919A>T p.(Tyr640Phe) 16.0 5
DNMT3A 8 c.982G>T p.(Val328Phe) 3.0 4
#LGL5 STAT3 21 c.1981G>T p.(Asp661Tyr) 78.4 5
#LGL6 STAT3 21 c.1940A>T p.(Asn647lle) 35.8 4
TET2 3 c.2273del p.(GIn758Argfs*55) 3.0 4
TET2 11 c.5284A>G p.(lle1762Val) 35.3 4
#LGL7 STAT3 21 ¢.1975A>C p.(lle659Leu) 33.1 4
STAT3 21 c.2087A>G p.(Glue96Gly) 1.8 4
#LGLS STAT3 21 c.1940A>T p.(Asn647Ile) 15.9 4
DNMT3A c.1969G>A p.(Vale57Met) 15.8 4
#LGL9 STAT3 21 c.1919A>T p.(Tyr640Phe) 38.4 5
IDH2 4 .364C>T p.(Arg122Cys) 11.0 4
#LGL10 STAT3 21 c.1919A>T p.(Tyr640Phe) 26.2 5
#LGL11 STAT3 21 c.1919A>T p.(Tyr640Phe) 24.0 5
#LGL12 STAT3 21 c.1919A>T p.(Tyr640Phe) 19.6 5
#LGL13 STAT3 21 c.1919A>T p.(Tyr640Phe) 37.1 5
TET2 3 c.1692G>A p.(Trp564Ter) 34.5 4
TNFAIP3 5 ¢.777_778insTT p.(Leu260Phefs*3) 2.6 4
TNFAIP3 7 c.1221C>A p.(Cys407Ter) 17.6 4
#LGL14 STAT3 20 c.1852G>C p.(Gly618Arg) 33.2 4
#LGL16 DNMT3A 19 ¢.2305_2311del p.(lle769AspfsTer8) 11.3 4




Supplemental Table 2 : TRG and TRD productive clonotypes detected in HSTCL and LGLL samples

Sample  Locus Rearrangement name lenCDR3  seq_CDR3aa
TRG TRGV9*01 3/CCCTCAGTCGCCACTCCT/1 TRGJP1*01 51 CALWEPSVATPYTGWFKIF
#HSTCL2  TRG TRGV4*01 0/CC/4 TRGJ1*01 32 CATWDGPIIRNS
TRD TRDV1*01 1/AAAAGACAA/0 TRDD2*01 0//3 TRDD3*01 2/ACGCCGATT/5 TRDJ1*01 60 CALGEQKTTFLRGITPIDKLIF
TRG TRGV10*02 2/CCT/3 TRGJ1*01 32 CAAWDSFIIRNS
#HSTCL3  TRG TRGV4*01 3//4 TRGJ1*01 27 CATWDFYKKLF
TRD TRDV3*01 4/A/2 TRDD2*01 2/TTGG/3 TRDD3*01 1/CTTGTGTG/3 TRDJ1*01 45 CAYSFGGDTLCADKLIF
#HSTCL5 TRG TRGV4*01 0/CTAGGA/4 TRGJ1*01 36 CATWDGLGYYKKLF
#HSTCL6  TRD TRDV1*01 1/CTCGGCCTCTC/1 TRDD3*01 0/CCGGGTA/O TRDJ1*01 60 CALGEPRPLLGDTPGNNDKLIF
#HSTCLY TRG TRGV5*01 0/CACCCCCG/0 TRGJ1*01 42 CATWDRHPRNYYKKLF
TRD TRDV1*01 2/TACTCTCCGGT/0 TRDD3*01 1/AAGTTGG/2 TRDJ1*01 57 CALGEYSPVLGDTSWTDKLIF
#HSTCLS TRG TRGV8*01 4/CGT/3 TRGJ1*01 30 CATWDVYYKKLF
TRD TRDV1*01 1/CAGTGGGGACCCGGTGGTGGGGCT/3 TRDJ1*01 51 CALGEPVGTRWWGSDKLIF
TRG TRGV8*01 0/CAGAGAGAG/3 TRGJP2*01 44 CATWDRQREVVIGSRR
#HSTCL9  TRG TRGV11*01 6/CTTCTCGG/7 TRGJ1*01 32 CACWILLGIRNS
TRG TRGV2*01 0/CCGTCGGGT/3 TRGJP2*01 43 CATWDGPSGVGLDQDV
HHSTCL10 TRG TRGV2*01 0/CCAGGA/4 TRGJ1*01 36 CATWDGPGYYKKLF
TRD TRDV1*01 0//0 TRDD2*01 2/GTGCCTT/1 TRDD3*01 7/CTTTTGAGAG/3 TRDJ1*01 57 CALGELLPVPSGLLRADKLIF
TRG TRGV2*01 4/TTT/3 TRGJ1*01 30 CATWDFYYKKLF
#HSTCL12 TRG TRGV8*01 5/GGG/11 TRGJ1*01 21 CAIRGEKLF
TRD TRDV1*01 1/GAGGATGGCCGACCTTAGT/0 TRDD3*01 O/TATAGGCAC/8 TRDJ1*01 63 CALGERGWPTLVLGDTYRHKLIF
#HSTCL13 TRG TRGV3*01 0/G/3 TRGJP2*01 36 CATWDWGSDWIKTF
TRD TRDV1*01 3/TCCTGTGG/0 TRDD2*01 2/CC/3 TRDD3*01 3/CCCCAGTT/0 TRDJ1*01 60 CALGDPVAFLRGIPSYTDKLIF
#HSTCL14 TRG TRGV4*01 6/AA/0 TRGJ1*01 30 CATWKNYYKKLF
TRD TRDV3*01 4/GCCCTCGTCTAGGGGG/2 TRDD3*01 0/CGGATCT/4 TRDJ1*01 51 CACPRLGGGGYADLDKLIF
TRG TRGV9*01 3/CCGACCTGG/7 TRGJ1*01 33 CALWEPTWYKKLF
#HSTCL15 TRD TRDV1*01 0/ACGAGTCCCGACTT/0 TRDD3*01 2/GGA/2 TRDJ1*01 57 CALGELRVPTYWGIGTDKLIF
TRD TRDV1*01 0/TAAGA/1 TRDD2*01 3/ACCTGCGCTA/3 TRDD3*01 0/GGTGTTGGG/11 TRDJ1*01 59 CALGELKTSTCARGIRVLGSS
HHSTCL16 TRG TRGV4*01 4/CGCTGC/6 TRGJ1*01 30 CATWDAAYKKLF
TRD TRDV1*01 1/CCCC/0 TRDD2*01 0/GCT/0 TRDD3*01 8/CCAGACCGT/0 TRDJ1*01 60 CALGEPPLPTLLARPYTDKLIF
TRG TRGV5*01 5/TTACC/7 TRGJ1*01 27 CATWVTYKKLF
TRD TRDV1*01 0/CCCTAGGGGAAGGT/0 TRDD3*01 1/CCTATT/3 TRDJ1*01 60 CALGDLPRGRYWGIPYSDKLIF
TRD TRDV3*01 0/GAG/3 TRDD2*01 0/G/2 TRDD3*01 2/GGGTAGT/1 TRDJ1*01 51 CAFRSPTWRDRVVTDKLIF
#HSTCL19 TRG TRGV4*01 0/CGGGG/12 TRGJ1*01 27 CATWDGRGKLF
TRD TRDV1*01 9/CAGTCTTCGT/0 TRDD3*01 0/GGGG/7 TRDJ1*01 42 CALSLRTGGYGGKLIF
#HSTCL21 TRG TRGV4*01 1/TTT/3 TRGJ1*01 33 CATWDGFYYKKLF
TRD TRDV1*01 6/TAGTAGGACCCCCTCTA/O TRDD2*01 0/GTTT/4 TRDD3*01 2/GGT/2 TRDJ1*01 63 CALGSRTPSTFLRLGIGTDKLIF
#HSTCL22 TRG TRGV8*01 6//2 TRGJ1*01 26 CATWIIIRNS
TRB TRBV5-1*01 4/CCAGTCCGAGAGCGGCCC/0 TRBJ2-7*01 42 CASSPVRERPLYEQYF
#HSTCL23 TRG TRGV8*01 3/TTAACG/5 TRGJ1*01 32 CATWDLTIIRNS
TRB TRBV19*01 1//2 TRBD1*01 3/T/3 TRBJ2-7*01 33 CATSKDRVYEQYF
#HSTCL24 TRG TRGV4*01 0/AGAAAGCCGAGGA/7 TRGJ1*01 39 CATWIGESRGYKKLF
TRD TRDV1*01 0/CCCGCTTTGGGTTTCCTTGTATCATACCG/3 TRDD3*01 3/TCC/0 TRDJ3*01 78 CALGELPLWVSLYHTGGIPSWDTRQMFF
TRG TRGV8*01 11/ACAACTCCCA/4 TRGJ1*01 29 CANNSHIIRNS
#LGL1 TRG TRGV9*01 2/GA/1 TRGJ1*01 33 CALWEGNYYKKLF
TRD TRDV2*01 0/GAGTTTGGG/2 TRDD3*01 1/CCCCTAG/0 TRDJ3*01 63 CACDTEFGWGIPPSSWDTRQMFF
TRG TRGV9*01 2/GAACCCT/9 TRGJ1*01 30 CALWVGTLKKLF
#LGL2 TRD TRDV2*01 0/GTGAAG/1 TRDD3*01 2/AAGCAATG/0 TRDJ3*01 61 CACDTVKLGDKAMLLGHPTDVF
TRD TRDV1*01 2/TTTTGGCG/10 TRDJ1*01 27 CALGQFWRLIF
TRG TRGV2*01 0/CCGG/9 TRGJ1*01 29 CATWDGPVRNS
#LGL3 TRG TRGV9*01 5/GACCCCTA/4 TRGJP*01 45 CALWGPLQELGKKIKVF
TRD TRDV2*01 1//2 TRDD3*01 2/AGT/1 TRDJ3*01 48 CACDTAGISSWDTRQMFF
#GL4 TRG TRGV5*01 0//1 TRGJ1*01 33 CATWDRNYYKKLF
TRD TRDV2*02 0/ATTCCGGT/0 TRDD3*01 1//2 TRDJ1*01 45 CACDNSGTGGYTDKLIF
HLGLS TRG TRGV9*01 2/GCCCACCTAG/6 TRGJ1*01 36 CALWEGPPSYKKLF
TRD TRDV1*01 3/CCAGTCAACAA/1 TRDD2*01 O/TTTTCC/0 TRDD3*01 1/TTA/2 TRDJ1*01 66 CALGDQSTTSYFSTGGYLTDKLIF
TRG TRGV9*01 5/TGTTCG/2 TRGJ1*01 33 CALWVFDYYKKLF
#LGL6 TRD TRDV1*01 2/GTGGGGACCAGGGAGGGTT/0 TRDJ1*01 48 CALGEVGTREGYTDKLIF
TRD TRDV1*01 0/TGGGGT/0 TRDD3*01 2/AC/0 TRDJ1*01 50 CALGELGVLGVNTPINSS
TRG TRGV4*01 3//5 TRGJ1*01 26 CATWDSIRNS
H#LGL7 TRG TRGV9*01 6/ATTAATAGGCG/3 TRGJ1*01 36 CALWINRRYYKKLF
TRD TRDV1*01 4/CT/2 TRDD2*01 0/GTTGGCCCTCTATTCCCGT/0 TRDD3*01 2//0 TRDJ1*01 66 CALGAFLRWPSIPVLGDNTDKLIF
TRD TRDV1*01 1/GAAGG/3 TRDD2*01 O/AATTTGT/4 TRDD3*01 3/CA/0 TRDJ1*01 56 CALGERRSYNLWGSTPINSS
TRG TRGV3*01 0/CTAGGTGGA/10 TRGJ1*01 33 CATWDRLGGKKLF
H#LGL8 TRG TRGV3*01 0/CCTAGTTTGG/12 TRGJ1*01 32 CATWDRPSLGNS
TRD TRDV1*01 1/AAGAGGCA/2 TRDD3*01 0/GAA/2 TRDJ1*01 50 CALGEQEACGIRKPINSS
TRD TRDV1*01 1/CAGGCCCGTTAA/4 TRDD3*01 0/ATCCA/2 TRDJ1*01 54 CALGEPGPLRGYDPTDKLIF
#LGLY TRG TRGV3*01 0/CAAGGGG/5 TRGJ1*01 36 CATWDRQGDYKKLF
TRD TRDV1*01 0/AGACCCCTCCATGGTCT/4 TRDD3*01 0/GGT/0 TRDJ1*01 60 CALGELDPSMVWGYGYTDKLIF
TRG TRGV5*01 9/AGCCCCTT/3 TRGJ1*01 30 CATSPFYYKKLF
#LGL10  TRG TRGV2*01 0/CGGC/4 TRGJP2*01 38 CATWDGRLVIGSRR
TRD TRDV3*01 1/AAAG/0 TRDD3*01 4//1 TRDJ1*01 36 CAFKRLGDTDKLIF
TRG TRGV4*01 5/TTA/5 TRGJ1*01 27 CATWVNYKKLF
TRG TRGV3*01 0/CTTCAAG/8 TRGJ1*01 33 CATWDRLQDKKLF
#LGL12 TRD TRDV1*01 0/AAACCCAACCCA/0 TRDD2*01 0/CTT/1 TRDJ1*01 54 CALGELNPTHLPTFTDKLIF
TRD TRDV2*01 0/GTG/3 TRDD3*01 2/T/0 TRDJ1*01 41 CACDTVGGYTPINSS
#LGL13 TRG TRGV5*01 4/TAC/0 TRGJ1*01 33 CATWDTNYYKKLF
TRD TRDV2*02 2/TCATACGGGAAGGGT/1 TRDJ1*01 39 CAWDHTGRVTDKLIF
TRG TRGV8*01 0/CGGC/5 TRGJ1*01 33 CATWDRRHYKKLF
#LGL14 TRG TRGV10*02 3//3 TRGJP1*01 31 CAAWDPRLVQDI
TRD TRDV1*01 6/AGCCCCCCACTACTCCCGT/0 TRDD3*01 5/CT/0 TRDJ4*01 51 CALGAPHYSRTGGSRPLIF
TRG TRGV9*01 0//4 TRGJP*01 42 CALWEVQELGKKIKVF
#LGL15 TRD TRDV2*01 0/GT/0 TRDD3*01 1//3 TRDJ3*01 48 CACDTVLGDTWDTRQMFF
TRD TRDV2*02 1/CCAGT/0 TRDD3*01 2/AGGTGAC/1 TRDJ1*01 48 CACDPVLGDKVTTDKLIF
TRG TRGV8*01 1//4 TRGJP2*01 33 CATWDSRDWIKTF
#LGL16 TRG TRGV9*01 1/AGCAGGGG/9 TRGJ1*01 32 CALWEVAGVGNS
TRG TRGV10*02 4/CAAACAGAACTT/0 TRGJP1*01 46 CAAWDKQNLYHWLVQDI
TRD TRDV1*01 2/GCGAGGG/4 TRDD2*01 0/CCTCTTT/0 TRDD3*01 5/GGCTCTCGGGGGCTGT/0 TRD. 72 CALGEARAYPLYWGGSRGLYTDKLIF




