
 MLQXWHV RI IARC PHHWLQJ 112, JDQ 9WK, 2023 
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 MaWV OKOLQ, JaPeV HeaWKeU 

 1.  ASSURYDO RI PLQXWHV RI PHHWLQJ 111 
 ApproYed 

 2.  6XEPLVVLRQV RI QRQ-IXQFWLRQDO DOOHOHV WR GHQBDQN 
 IW has been noWed (MC) WhaW sXbmissions of alleles ZiWh sWop codons are noW 
 readil\ accepWed b\ GenBank and noW aYailable Wo common search fXncWions. 
 This mXsW be kepW in mind in dealing ZiWh parWicXlar anal\sis algoriWhms. 

 3.  PULPHUV DQG OLWHUDWXUH UHIHUHQFH RI 600036 WR EH XSGDWHG 
 In process (GY, WL Zill finali]e Whe informaWion). 

 4.  6XEPLVVLRQ RI GDWD IRU IGL92-14*L02 (IGL92-14*04) DQG RI GDWD IRU 
 DGGLWLRQDO LQIHUUHG IGH9 P1 VHTXHQFHV LQ 9DJEDVH WKDW KDYH QRW \HW 
 EHHQ DIILUPHG (H.J. IGH93-30*04 C2017 G317A (IGH93-30*18 G113C 
 C1147) (P1BI70), IGH93í13*01BG290AB7300C (P1B10), IGH94-61*01 
 A41G (P1BI23)) WR ENA/GHQBDQN - XSGDWH 
 DaWa defining alleles IGHV3-30*04_C201T_G317A, IGHV4-61*01_A41G, and 
 IGHV3í13*01_G290A_T300C are noZ presenW in GenBank as OX384049-51 
 and ENA as ERR10444291-3. AP and WL Zill proceed ZiWh sXbmission Wo 
 OGRDB. 

 5.  IARC - NRWHV RQ GHYHORSPHQW RI KXPDQ IGH JHUPOLQH VHWV WKDW DUH 
 RSWLPL]HG IRU XVH LQ AIRR-VHT DQDO\VLV. 
 DiscXssion. A We[W defining Whe basis for inclXsion of alleles is being drafWed. 
 WL, AC, and CW Zill reYieZ iW ZiWh a focXs on inclXsion criWeria of alleles and 
 circXlaWe iW Wo Whe enWire IARC. MC eW al. are aboXW Wo pXblish a larger nXmber 
 of inferred alleles (incl. genomic confirmaWion of man\ of Whese genes) and 
 informaWion Zill be made aYailable Xpon pXblicaWion b\ Whe joXrnal. 



 6.  PURFHVV WR DVVHVV QRYHO JHUPOLQH DOOHOHV XVLQJ JAIRR SURFHVV 
 SXbmissions are in process b\ daWa generaWors. 

 7.  AVVHVVPHQW RI LQIHUHQFH 7RB912-4*01BC877 LQ P4BI24B61 (600036) 
 TRBV12-4*01_C87T has been inferred in nine genoW\pes in Whe VDJbase P4 
 daWa seW, inclXding in VDJbase P4_I24_S1, a haploW\pable daWa seW (based on 
 heWero]\gociW\ in TRBJ1-6). The genoW\pe is also implied Wo carr\ 
 TRBV12-4*01. No oWher gene aparW from TRBV12-3 in Whe IMGT daWabase is 
 closel\ relaWed Wo Whese alleles of TRBV12-4. The noYel allele is Whe mosW 
 e[pressed allele in Whe reperWoire (72% allelic freqXenc\; 1.47% of Whe WoWal 
 error-free popXlaWion). IW is represenWed b\ 499 error-free seqXences and 467 
 XniqXe CDR3s in Whe error-free seW. HaploW\ping based on allelic diYersiW\ in 
 TRBJ1-6 demonsWraWes perfecW separaWion from TRBV12-4*01. 

 The daWa defining Whe 3¶-end of seqXences is negaWiYel\ affecWed b\ Wrimming 
 dXring Whe rearrangemenW process. IARC affirms Whe seqXence (as 
 TRBV12-4*i01) aW LeYel 1 Xp Wo and inclXding base 323 based on inference 
 alone. IW is acknoZledged WhaW Whe allele mosW likel\ carries 3 addiWional bases, 
 W\picall\ AGC, aW base posiWions 324-326. Anal\sis of seqXences WhaW haYe noW 
 been Wrimmed XpsWream of each posiWion sWrongl\ sXggesW WhaW Whe 3¶-end of 
 Whe seqXence is indeed AGC. For man\ applicaWions, IARC recommends Whe 
 Xse of germline seqXences represenWing Wheir mosW likel\ fXll lengWh base 
 seqXence. There is, hoZeYer, insXfficienW eYidence Wo make an affirmaWion of 
 Whe fXll lengWh seqXence based on inference alone. In Whis case genomic daWa 
 confirming Whe fXll lengWh seqXence is aYailable from WZo oWher sXbjecWs 
 (RodrigXes eW al. Cell Genomics 2, 12, 100228 
 (  hWWps://doi.org/10.1016/j.[gen.2022.100228  (SXpplemenWar\  Table S4)). 
 Hence Whe fXll lengWh seqXence is approYed based on inference in 
 combinaWion ZiWh genomic daWa. 

 The locXs WhaW carries hXman TRBV genes is highl\ comple[. Genes ma\ be 
 dXplicaWed or deleWed, and idenWical seqXences ma\ be foXnd in more Whan 
 one gene. The name (ZiWh an ³i´ allele designaWion) of an inferred allele does 
 noW impl\ WhaW iWs precise geneWic locaWion is knoZn. IW jXsW relaWes Wo Whe mosW 
 similar allele presenWl\ foXnd in Whe IMGT daWabase, or Wo Whe gene ZiWh Whe 
 loZesW alphanXmeric YalXe, shoXld alleles of mXlWiple genes be eqXall\ 
 maWched Wo Whe noYel allele in qXesWion. OWher similar genes haYe been 
 menWioned in Whe NoWes secWion. 

 >75B912-4*01BC877 (75B912-4*L01) 



 GA7GC7GGAG77A7CCAG7CACCCCGGCACGAGG7GACAGAGA7GGGACAAGAAG7G 
 AC7C7GAGA7G7AAACCAA777CAGGACA7GAC7ACC7777C7GG7ACAGACAGACC 
 A7GA7GCGGGGAC7GGAG77GC7CA777AC777AACAACAACG77CCGA7AGA7GA7 
 7CAGGGA7GCCCGAGGA7CGA77C7CAGC7AAGA7GCC7AA7GCA7CA77C7CCAC7 
 C7GAAGA7CCAGCCC7CAGAACCCAGGGAC7CAGC7G7G7AC77C7G7GCCAGCAG7 
 77AGC 

 ConsensXs ploW of 3¶-end:  All daWa: 



 8.  IQLWLDO GLVFXVVLRQ RI LQIHUHQFH 7RB95í6*01B7284G LQ P4BI12B61 
 (600036) 
 TRBV5í6*01_T284G (sXbsWiWXWion: L95W) has been inferred in foXr 
 genoW\pes in Whe VDJbase P4 daWa seW, inclXding in VDJbase P4_I12_S1, a 
 haploW\pable daWa seW (based on heWero]\gociW\ in TRBJ1-6). The genoW\pe is 
 also implied Wo carr\ TRBV5-6*01. No oWher gene in Whe IMGT daWabase is 
 highl\ similar Wo Whese alleles of TRBV5-6. The noYel allele is Whe lesser 
 e[pressed allele in Whe reperWoire (35% allelic freqXenc\; 0.43% of Whe WoWal 
 error-free popXlaWion). IW is represenWed b\ 122 error-free seqXences and 118 
 XniqXe CDR3s in Whe error-free seW. HaploW\ping based on allelic diYersiW\ in 
 TRBJ1-6 demonsWraWes perfecW separaWion from TRBV5-6*01. No 
 sXpplemenWar\ genomic confirmaWion seems Wo be aYailable aW Whis Wime. 
 FXrWher discXssion Zill be reqXired aW a fXWXre meeWing. 



 ConsensXs ploW of 3¶-end:  All daWa: 



 9.  NH[W PHHWLQJ 
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