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Supplemental methods

Cloning full-length pigr and PIGRL cDNAs

Zebrafish pigr and various PIGRL cDNAs were PCR amplified and cloned by 3' or 5' RACE using RNA pooled from
kidney and spleen, the GeneRacer kit (Invitrogen), Titanium Tagq DNA polymerase (Clontech) and a series of
primers (Table S1, below). Initial PIGRL primers were designed to be complementary to predicted Ig domains
identified in the reference genome (Zv9). Resultant amplicons were ligated into the pGEM-T Easy plasmid
(Promega) and sequenced.

Cloning pigr transcript.

A partial (5' and 3' truncated) transcript of zebrafish pigr was identified in GenBank (accession EF539183). A
forward primer, pigrFP1, and a nested forward primer, pigrFP2, were designed from the D1 domain of this partial
pigr sequence and used with RACE to identify the 3' sequence of the pigr transcript. Similarly, a reverse primer,
pigrRP1, and a nested reverse primer, pigrRP2, were designed from the D2 domain of the partial pigr sequence
and used with RACE to identify the 5' sequence of the pigr transcript. Then, a pigr-specific forward primer,
pigrFP3, and a pigr-specific reverse primer, pigrRP3, were employed to directly amplify the entire pigr open
reading frame from zebrafish intestine RNA (40 cycles, annealing at 60 °C).

Cloning pigrl2.1, pigrl2.3 and pigri2.4 cDNAs.

Using 5' RACE, three leader sequences were obtained using degenerate primers, RP1 and the nested primer,
RP2. One of these 5' sequences was used to design the forward Eg)rimer FP1 and the nested primer FP2 which
were used with 3' RACE to obtain full-length pigrl2.1%*%, pigrl2.1***%, and pigri2.1%*** cDNAs. The proteins encoded
by these three transcripts differ by five or fewer amino acids. The forward primer FP3 and the nested primer FP4
were designed from the second 5' RACE sequence and used with 3' RACE to obtain full-length cDNA transcripts
for pigrl2.3%%%%, pigrl2.3%%%, pigrl2.3%, pigrl2.4*°%, and pigrl2.4"®*. The proteins encoded by the two pigrl2.4
transcripts differ by two amino acids. The forward primer FP5 and the nested forward primer FP6 were designed
from the third 5' RACE sequence and yielded the full length pigrl2.3%%° cDNA.

Cloning pigrl3.5, pigri3.4 and pigrl3.10 cDNASs.

5' RACE was performed using the degenerate reverse primer RP3 and the nested reverse primer RP4 and
revealed a leader sequence for the pigrl3 family. Forwards primer FP7 and nested primer FP8 were then used with
3' RACE producing the pigrl3.5396°, pigri3.5%%° pigrl3.4/7°%%%, pigri3.4/7*°°* and pigri3.10°°° cDNAs. Transcripts
pigri3.10°**" and pigrl3.10°** subsequently were amplified using FP9 and RP8.
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Cloning pigrl3.8 and pigrl3.9 cDNAs.

5' RACE with RP3 and RP4 also identified a second 5' sequence from which the forward primer FP9 and the
nested forward primer F10 were designed and used with 3' RACE to clone the full-length pigri3.5"°%,
pigri3.8/11*°%°, pigrl3.8/11°% and pigrl3.9/12°%*" cDNAs. The proteins encoded by the two variants of pigri3.8/11

differ by five amino acids.

Cloning pigrl2.5 and additional pigrl2.3 cDNAs.

A third set of degenerate reverse primers, RP5 and RP6, when applied to 5' RACE revealed a new leader
sequence from which the forward primer FP11 and nested forward Primer FP12 were designed. 3' RACE with
FP11 and FP12 identified the pigrl2.3*°%, pigrl2.3**®° and pigrl2.5*°"° cDNAs.

Cloning a pigrl4.2 cDNA.

5' RACE with RP1 and RP2 fortuitously amplified a pigrl4.2 leader sequence, allowing for the design of forward
primers FP13 and FP14. Using FP13 and the nested FP14 (that did not incorporate the translational start codon),
3' RACE was performed generating a cDNA encoding a predicted stop codon, from which reverse primer RP7 was
designed. Using primers FP15 and RP7, located upstream of the translational start and downstream of the stop
codon respectively, a full-length pigri4.2**"” cDNA was obtained.
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Supplemental Table S1. DNA primers for RACE and cloning full-length pigr and PIGRL cDNAs*

Ge nk Forward Primer A Reverse Primer .
PIGRL cDNA o —— (FP) Name Forward Primer Sequence (RP) Name Reverse Primer Sequence

pigrFP1 TGTGAACATGCGCAACCTGAC pigrRP1 GTTCTTATCATCATGGATGTGG
s pigrEP2 ACTGGTGCGGTGTGGAGCTTG pigrRP2 CAGGCAGGAGTTCCAGTTTCC
pigrFP3 GACCTCAACAATGAGTCTTCCGCTGCTTC  pigrRP3 CGTTGTTTTCAGTCCTCTGITAGAGCATC
o2 FP1 ATGCAATTGCTGCACATGC RP1 AAWACCAKCCAGAATCAGA
pigri2.1 KF932326
FP2 CATGCGGACGCAAAAATGT RP2 ATCNMTRATCTGCACTGAT
. sou3 FP1 ATGCAATTGCTGCACATGC RP1 AAWACCAKCCAGAATCAGA
pigri2.1 KF932327
FP2 CATGCGGACGCAAAAATGT RP2 ATCNMTRATCTGCACTGAT
. sous FP1 ATGCAATTGCTGCACATGC RP1 AAWACCAKCCAGAATCAGA
pigri2.1 KF932328
FP2 CATGCGGACGCAAAAATGT RP2 ATCNMTRATCTGCACTGAT
FP5 AACCACTCAGAAGCTGACAGA RP1 AAWACCAKCCAGAATCAGA
KF932329
FP6 GCTGACAGAGAAACAGAATGG RP2 ATCNMTRATCTGCACTGAT
o2 FP3 TGCTGACAGAGAAACAGAATGG RP1 AAWACCAKCCAGAATCAGA
pigri2.3 KF932330
FP4 GAGAAACAGAATGGCAGCGTA RP2 ATCNMTRATCTGCACTGAT
03 FP3 TGCTGACAGAGAAACAGAATGG RP1 AAWACCAKCCAGAATCAGA
pigri2.3 KF932331
FP4 GAGAAACAGAATGGCAGCGTA RP2 ATCNMTRATCTGCACTGAT
Soos FP3 TGCTGACAGAGAAACAGAATGG RP1 AAWACCAKCCAGAATCAGA
pigri2.3 KF932332
FP4 GAGAAACAGAATGGCAGCGTA RP2 ATCNMTRATCTGCACTGAT
. 063 FP11 CCCAATTAAACCACTCAGACAC RP5 TCCAGGTTCCTCATAGYMACAGT
pigri2.3 KF932333
FP12 GACAGAGAAACAGAATGACAGC RP6 AAGAAACTCTGATCTGGATGATC
. 060 FP11 CCCAATTAAACCACTCAGACAC RP5 TCCAGGTTCCTCATAGYMACAGT
pigri2.3 KF932334
FP12 GACAGAGAAACAGAATGACAGC RP6 AAGAAACTCTGATCTGGATGATC
003 FP3 TGCTGACAGAGAAACAGAATGG RP1 AAWACCAKCCAGAATCAGA
pigri2.4 KF932335
FP4 GAGAAACAGAATGGCAGCGTA RP2 ATCNMTRATCTGCACTGAT
o0s FP3 TGCTGACAGAGAAACAGAATGG RP1 AAWACCAKCCAGAATCAGA
pigri2.4 KF932336
FP4 GAGAAACAGAATGGCAGCGTA RP2 ATCNMTRATCTGCACTGAT
070 FP11 CCCAATTAAACCACTCAGACAC RP5 TCCAGGTTCCTCATAGYMACAGT
pigri2.5 KF932337
FP12 GACAGAGAAACAGAATGACAGC RP6 AAGAAACTCTGATCTGGATGATC
2062 FP7 ACACACTTACTCCACTGCAG RP3 GATCTCYACAGCGCACCAGTAA
pigri3.4 KF932338
FP8 GCAGACATGATTCACACTCTG RP4 TCTSCCATTCMACTGTAAA
. 001 FP7 ACACACTTACTCCACTGCAG RP3 GATCTCYACAGCGCACCAGTAA
pigri3.4 KF932339
FP8 GCAGACATGATTCACACTCTG RP4 TCTSCCATTCMACTGTAAA
FP7 ACACACTTACTCCACTGCAG RP3 GATCTCYACAGCGCACCAGTAA
KF932340
FP8 GCAGACATGATTCACACTCTG RP4 TCTSCCATTCMACTGTAAA
061 FP7 ACACACTTACTCCACTGCAG RP3 GATCTCYACAGCGCACCAGTAA
pigri3.5 KF932341
FP8 GCAGACATGATTCACACTCTG RP4 TCTSCCATTCMACTGTAAA
o1 FP9 TCCACTGCAGACATGATTCAC RP3 GATCTCYACAGCGCACCAGTAA
pigrl3.5 KF932342
FP10 GCAGACATGATTCACACTCTG RP4 TCTSCCATTCMACTGTAAA
FP9 TCCACTGCAGACATGATTCAC RP3 GATCTCYACAGCGCACCAGTAA
KF932343
FP10 GCAGACATGATTCACACTCTG RP4 TCTSCCATTCMACTGTAAA
o0s FP9 TCCACTGCAGACATGATTCAC RP3 GATCTCYACAGCGCACCAGTAA
pigri3.8 KF932344
FP10 GCAGACATGATTCACACTCTG RP4 TCTSCCATTCMACTGTAAA
. oo FP9 TCCACTGCAGACATGATTCAC RP3 GATCTCYACAGCGCACCAGTAA
pigrl3.9 KF932345
FP10 GCAGACATGATTCACACTCTG RP4 TCTSCCATTCMACTGTAAA
. 002 FP7 ACACACTTACTCCACTGCAG RP3 GATCTCYACAGCGCACCAGTAA
pigri3.10 KF932346
FP8 GCAGACATGATTCACACTCTG RP4 TCTSCCATTCMACTGTAAA
pigrl3.10°*%" KF932347 FP9 TCCACTGCAGACATGATTCAC RP8 CACATCTAGGTCTCTGACAG
pigrl3.10°'% KF932348 FP9 TCCACTGCAGACATGATTCAC RP8 CACATCTAGGTCTCTGACAG
FP15 CCGTCTGACCATCATTTACAG RP7 CCCTTCTATATCAAAGGTCGTC
pigrl4.2*t"" KF932349 FP13 GGAACTCTGAGCATGAAGACT RP1 AAWACCAKCCAGAATCAGA
FP14 GACTTTAGATCGTGTRMCTGT RP2 ATCNMTRATCTGCACTGAT

' Sequences corresponding to translational start and stop codons are underlined
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Supplemental Table S2. DNA primers for RT-PCR

Forward primer Annealing | Extensi
Primer sets temp (°C) time (s)
Reverse pr|mer ¥

pigr

pIgR-D2_R CTCACTCCACCTGAGGTTTTT

PIGRL1-R GARCTGTAGAAACACTGRACACT

PIGRL2-R GARCTGTAGAAACACTGRACACT

PIGRL3-R GARCTGTAGAAACACTGRACACT

PIGRL4-R GARCTGTAGAAACACTGRACACT

B-actin rev ATGGGCCAGACTCATCGTACTCCT

MPX rev CAGTCTAACCATGGGCAGCGCTGCAC

TCRa rev GATGATCTGGAATGGGATGC

PIGRL1 Family

PIGRL2 Family

PIGRL3 Family

PIGRL4 Family

P-actin
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Supplemental Table S3. Human proteins most similar to zebrafish PIGRL proteins®
score score cover value Accession

iz CMRF35-like molecule 6 precursor CD300C 53% 6e-07  29% NP_006669.1
polymeric immunoglobulin receptor plgR 58% 2e-09 27% NP_002635.2
CMRF35-like molecule 7 CD300LB 2% 2e-07 29% NP_777552.3
Pigrl4.2
natural cytotoxicity triggering receptor 2 NKp44 68% 4e-10 35% NP_001186439.1

! Results are from BLASTp searches of the human reference protein database. Predicted sequences are excluded from results. Top three hits per
query are shown.
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Figure S1. Dot-plot comparison of Zv9 scaffolds 235 and 3509. The region of scaffold 235 that encodes pigri3.8

through Irrc24 shares a high degree of identity with the region of scaffold 3509 that encodes pigrl3.11 through Irrc24l

(see Figure 2). It remains to be determined if these scaffolds represent two genomic loci or haplotypic variation of a
single locus. Graphic generated with PipMaker software (Schwartz et al. 2000. Genome Research. 10(4), 577-586).
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>plgR-D1
GSHSTVTTIGDVAVLEGGSVTVPCHYNPQY I SNVKYWCSGRMREFCSSLARTDDPESAPNGNRKVT IADDPTQHVFTVNMRNLTEDD
SGWYWCGVELGGMWVSDSTASLY 1SVVQ

>Pigrll1.1-D1
SEYKTASASRALTVQTGGSLVIPCYYDRYYTEYKKYWCFNAKGYFNSCSILAYTNETKGKVSLTDHPDQSFFTVTMRNLQHEDTGAY
WCAVE I EGFFKLDKREQLHLTVQS

>Pigrll1.3-D1
CKIGSASRALIIQTGGSVVIPCYYDRKYTGYKKYWCFNTNAAFNYCS ILAYTKETKEKVSV IDHPDQSFFTVAMRNLQEEDTGYYWC
AVE1GGKLELDKNKQLYLSVQS

>Pigrll.4-D1
CKIGSASRALTIQTGGSVVIPCYYDRKYTGYKKYWCFDAKTAFNYCS ILAYTNETKGKVSV IDHPDQSFFTVTMRNLQHEDTGYYWC
AVEIEGFFKLDEKEQLHLTVQS

>Pigrll1.5-D1
SVKSVLTVQTGGSVVVPCYYDMKYAEYKKYWCFHANDLYSSCSILAYANETKGKVSVVDHPDQSFFTVTMRNLQHGYTGYYGCAVEI
GG IFELDQKKQLYLSVQS

>Pigrll1.6-D1
PECKTASAYSILTAHTGGSVVIQCFYDKYYAENKKYWCFYPTDSYSYCSILAYTNEYREKVSVTDYPYLSYFTVTMRNLQYKDSGYY
WCAVETGG I FVNDALEQYQLRIQS

>Pigrll1.7-D1
CKTAYVDPVLTVQTGGSVVIPCFYDKRYAEYKKYWCFYKTDSYWFCSALAYTNETKGKASV IDHPDQSFFTVTMRNLQHEDTGYYWC
AVEIGTILIRDETKKLQLRVQT

>Pigrl1.8-D1
PECKTAYVDPVLTVQTGGSVVIPCFYDKGYAEYKKYWCFYKTDSYRSCS ILAYANETKGKVSV IDHPDQSFFTVTMRNLQHEDTGYY
WCAVE 1 GG I FKRDDEKKLHLIVQT

>Pigrl2.1-D1
VESFEGGSNHT ITVKPGGSVT I PCYYDEKNPPQKKYWYSV IGESRKYTNTTEENLSV IDHPDQSLFTVTMRNLQENKHNGKYYCTVE
TGQKSNVTYELFLQ

>Pigrl2.2-D1
VESYSGLDHVLT INPGGSVT I PCHYNEETQWQMKFWFSE I FQLRSYTNTTEENLSV IDRPDQSLYTVTMRNIESRQSGFYYCVLESE
GKENTTYELFLM

>Pigrl2.3-D1
AESYDAFSSNRLTVKPGGSVTIPCYYDEKNTQLKYWFSVYNDECNTYTNTTEENLSV IDHPDQSLVTVTMRNLQEKHTGEYHCGVVPG
GVIYKIYLQVQD

>Pigrl2.4-D1
YNEFSNQALTVQPGGSVTIPCHYNKQYTQLKKHCYLETDKYTNTREKNLLY IDHPDQSLFTVTMRNLRENQTGLCYCVVETGGTGTV
1YQFYLK

>Pigrl2.5-D1
AESLSCWSRCT ITVQHGGSVT IPCYYDKKNPPQKKYWYTE IEEYHKSTNTTEKNLSV IDHPDQSLFTVTMRNLQDKQSGRHFCALET
GGQETVIYEFYLKVQF

>Pigrl2.6-D1

VESFSGGSNRT I TVKPGGSVTIPCYYDEKNPPRRKYWFSEHGQSNKYTNTTEENLSV IDHPDQSLFTVTMRNLQENKHNGQYYCTVE
TGQKPNVTYVTYELYLKVHS
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>Pigrl2.7-D1
VESYTGGSNHI ITVQHGGSVT I PCHYDEKYTLQNKYWFAE IDKTNKYTNTTEENLSV IDHPDQSLFTVTMRNLQYKHTGHYYCVVET
GEHPPIKVIYEPY IKIKY

>Pigrl3.1-D1
GSWPYNLNIRVKSGSPGI IPCQYEVKNKANRKYWCQGSVWSSCSVLAYANETRNKFS I TDYPAQSVFTVEWQNLQPSDSGCYWCAVE
ISGTGTLDSGYYVYLTVQS

>Pigrl3.2-D1
EAWVYDVNIGVKSGSPG I I PCVYKEKLKANRKYWCQGSVWSSCT ILAYANETRNKFS ITDYPEQSVFTVEWQTLQPSDSGCYWCAVE
INGYGTVDDGYHMYLTVQS

>Pigrl13.3-D1
GAWIDKLNIGVKSGSPGI IPCQYEKQYQENHKYWCQGMFWSSCT I LAFGNGPKSKFSITYYPAQS I FTVEWQKLQPSDSGYYWCAVE
IGGSGTLDAGYYVYLTVQS

>Pigri3.4-D1
GAWV INQNIRVKSGSPG I 1PCPYEEQYKEHQKFWCQGYFWSTCNLLAFGNETGKNFS I TDYPAQSVFTVEWQNLQPSDSGHYWCAVE
IGGPGTLDAGYYVYLTVQS

>Pigrl13.5-D1
GAWIDKLNIGVKSGSPGI IPCLYKEQYKENHKYWCQGMFWSSCT ILAFGNGPRSKFSITYYPAQS I FTVEWQNLQPSDSGYYWCAVE
IGDSGIPDARYYLYLKVQP

>Pigrl13.6P-D1
GAWIDKLNIKVKSGSPGI IPCLYDEQYKENHKYWCRGSVWSSCV IMAYANETSNTFS I TDNPAQS I FTVEWQNLQPSDSGFYWCAVE
IGGSETLDAGYYMYLTVQS

>Pigrl3.7-D1
DGVWINKLNIGVKSGSPGI I PCLYDEQYKEHQKFWCWGTFFSTCSILAYVNETRNKFSITDYPAQS IFTVEWQNLQLSDSSYYWCVV
E1GGPGTLDAGYYLYLTVQS

>Pigrl3.8-D1
GAWVINPNIRVKSGSPGI IPCLYKEQYKEHQKFWCWGTFWSTCS ILAYVNGTRNKFSITDYPAQS I FTVEWQNLQPSDSAYYWCAVE
IGGPGTLDAGYFLYLTVQS

>Pigrl13.9-D1
GVWINKLNIGVKSGSPGI IPCLYEEQYKEHQKYWCRGY IWSSCSILAYVNETRNKFSITDYPAQS I FTVEWQNLQESNSSYYWCAVE
IGGPGTLDAGYYLYLTVQS

>Pigri13.10-D1
DGAWIDKLNIGVKSGFPGI 1PCQYVEQYQENLKYWCQGMFWSSCT ILAFGNGPRSKFSITDYPAQS IFTVEWQNLQPSDSGYYWCAV
E1GDSEKPDASYYLYLKVQS

>Pigrl13.11-D1
GAWI IRVKSGSPGN IPCLYEEQYKEHQKFWCQGYFWSTCAILTFVNETRNKFS I TDYPAQS I FTVEWQNLQPSDSGYYWCAVE 1 GGA
ETLDAGYYVHLTVRS

>Pigrl13.12-D1
GVWINKLNIGVKSGSPGI IPCLYEEQYKEHQKYWCRGY IWSSCSILTFVNETRNKFSITDYPAQS I FTVEWENLQESNSSYYWCAVE
IGGPGTLDAGYYVYLTVQS

>Pigrl4.1-D1
TLSMKTLDRVTVSNGGSITIPCLYENKYKLDSKNWCKGKAWLTCKT IAHANHTG IWT I TDHPADN IFTVTLNKAKPSNSGYYWCAAE
SDRTSLYLTVQEGKEGLFV

>Pigrl4.2-D1
TLSMKTLDRVPVIEGKT I TIPCLYDNKYKLNKKYWCNGNTWLGCSVVAYANHKGKWT ITDYPDHNIFTVTLNNSTSSDSGHYWCAVE
IDNHVDNSKYLYLTVQK
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>Pigrl4.3-D1
TLSMKTLDRVTVSNGGT I TIPCLYENKYKLDSKNWCKGKAWLTCKT IAHANHTG IWT I TDHPADN IFTVTLNKAKPSNSGYYWCAAE
SDRTSLYLTVQEGKEGLFV

>Pigrl4.4-D1
TLSMKTLDRVPVIEGETITIPCLYDNKYKLNKKYWCNGNTWLGCSVVAYANHKGKWT ITDYPDHNIFTVTLNNSTSSDSGYYWCAVE
IDNHVDNSKYLYLTVQK

>plgR-D2
GMSVVNGMVSAEEGKSVSVQCLYSKNLRWSEKRWCRSGNWNSCLLTDSEGTFSGKNVHIHDDKNSVFTVTLQRLEMRDSGWYWCGAG
QQNVAVHVSVTRR

>Pigrll1.1-D2
PEVSVMNSSVSGHESGDVSVQCFYSSEYRNTEKRWCRYKDQICYAVERFNTSHNASVQIRDDGESSFTVLMTGLRLSDSGWYSCCVG
GKEALVQLTVTE

>Pigrl1.3-D2
PDVSVKSSRVSGHEGDHVRIQCFYSSGYRNTQLLSLYLHHIFCFTEKTTNTSQNSSVQISDDGESSFTVLMTGLTLSDSGWFSCCVG
KQETLVQLTVTE

>Pigrll.4-D2
PDVFVKSSSESGHEGDDVSVQCFYSSGYKKKLKRWCRYKDRKCFREKKTDTSQSSSVQISDDGESSFTVLITGLRLSDSGWYFCSAG
NLQAPVQLTVTE

>Pigrll1.5-D2
SDVFVVSSSVSGHEGDDVSVQCFYSSRYKNKLKRWCRYKDQKCFREKKTDTSQNSSVQ I SDDGESSFTVLMTGLRLSDSGWYFCSAG
EQIILVQLTVTK

>Pigrll.7-D2
PVVSVMSSSVSKHEGDNVTFQCLYSFGYRNSQKQWCRYKDQKCFYPEEKTDTSQSSSVQ I SDDGERCFTVLMTGLRLSDSGWYFCSA
GDRIIPVQLTVT

>Pigrll1.8-D2
PDVSVMSSSVSKHEGDNVTFQCLYSSGYRNSQKQWCRYKDQKCFNPEEKTDTSQNSSVQISDDGERCFTVLMTGLRLSDSGWYYCSA
GDRIIPVQLTVT

>Pigrl2.1-D2
PDVSVMNSSVSGHEGDDVSVQCFYSSGYKDKQKRWCRYKDQKCFSQKKTDTSQSSSVQ I SDDGESSFTVLMTGLRLSDSGWFFCSVG
HQTIPVKLTVTEDKIFS

>Pigrl2.2-D2
PDVSVLSSSVSGHESGNVSIQCFYSSKYRDTQKQWCRYKDQKCFRENKTN ISQSSSVQ I SDDGENSFTVLMTGLRLSDSGWYFCSAG
NRIVPVQLTVTEAEP

>Pigrl2.3-D2
PDVSVKSSSVSGHEGGNVSVQCFYSSGYRDKQKRWCRFKDEKCFREKKTNTSKNSSVQ I SDDGESSFTVLMTGLTLSDSGWYYCSAG
EQILPLQLTVTTSES

>Pigrl2.4-D2
PDVSVMSSSVSGHEGDTVSVQCFYSSGYKNEQKQWCRYKNQKCFGEKKTDTSKSSSVQ I SDDGKSSFTVLMTGLTLSDSGWYFCSVG
NQMIPVQLTVTHTES

>Pigrl2.5-D2
PDVSVFSSVSGHEGGNVSVQCFYSSGYRTLQKQWCRYKDQKCFTEKKTDTSQNPSVQ I SDNGERCFTVLMTGLRLSDSGWYFCSAGD
RIIPVQLTVTTLES

>Pigrl2.6-D2
PDVSVMSSSVSGHEGGNVSVQCFYSSEYKKKLKRWCRYKDEKCFRKKTNTSQNSSVQ I SDDGENFFTVLMTGLTLSDSGWYYCSAGD
QIVPVQLTVTDALSCTVFFSNRLF
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>Pigrl2.7-D2
PDVSVMSSSVSGHEGDTVSVQCFYSSEYEKKLKRWCRYEDQKCFREKKTDTSQNSSVQISDDGESSFTVLMTGLTLSDSGWYYCSAG
EQIIPVQLTVTGAETST

>Pigrl3.1-D2
PAVSVMSSSVSAHEGDGVRVQCFYTSGYQNDFKHWCRYKDQRCFTKKKTDTSQNSSVQISDDGKSSFTVLMTGLTLSDSGWYFCSVG
DLQVHVHL IVTKPGPK

>Pigrl3.2-D2
YGVFVKSSSVSGHEGGDVSVQCI1YSD I YRNT IKQWCRVKDKRCYAVERSDTSQNPSVQ I SDDGESSFTVLMTRLRLSDSGWYFCSVE
DLQVLVQLTVTKPGPK

>Pigri3.3-D2
PDVFVRSSSVSGHEGDDVRVQCFYSSGYKAKNKQWCRVKDKSCFTEKKTDTSQNSSVQ I SDDGESSFTVLMTGLRLSDSGWYFCSVG
NLQVPVQLTVTKPRPK

>Pigri3.4-D2
PDVSVMSSSVSGHEGGNVSVQCFYSSRYKAYNKQWCRVKDKSCYAVERSDTSQSSSVQ I SDDGESSFTVLMTGLRLSDSGWYFGSVG
NLQVPVQLTVTKPEHK

>Pigri3.5-D2
PDVSVKSSSVSGHEGGNVSVQCFYSSEYHNKLKGWCRFKDKRCFKEEKTDTSQNPSVQ I SDDGESSFTVLMTGLTLSDSGWYFCSAG
NLQVPVRLTVTKPEPK

>Pigri3.7-D2
PDLSVMNSSVSGHEGGNVSVQCFYSSGYKNKTKQWCRVKDKSCFPENKTDTFQNSSVQ I SDDGESCFTVLMTGLTLSDSGWYFCSAG
NLQVPVQLTVTKPEPK

>Pigri3.8-D2
PDVSVKSSSVSGHEGGNVSVQCLYRSGYKTYNKQWCRVKDKSCFTEEKTDTSQNLSVQ I SDDGKSFFTVLMTGLNLSDSGWYFCSVG
DLQVPVQLTVTKPEPK

>Pigri3.9-D2
PALSVLNSSVSGHEGGNVSVQCFYSSGYKAKTKQWCRFKDKSCFTEKKTDTFQNPSVQ I SDDGKSSFTVLMTGLRLSDSGWYFCSVG
DLQVPVQLTVTKPVPK

>Pigri3.10-D2
PDVSVKSSSVSGHEGGNVSVQCFYSSGYKAKEKQWCKYKDQKCLYPKKNTGTSQNSSVQISDDGKSSFTVLMAGLRLSDSGWYFCSV
GDLQVPVRLTVTKPEPK

>Pigri3.10-D2*
PDLSVMNSSVSGHVGGNVSVQCFYSSGYKNKTKQWCRVKDKSCFPENKTDTFQNSSVQ I SDDVESSFTVLMTGLRLSDSGWYFCSVG
DLQVPVQLTVTKPKPK

>Pigri3.11-D2
PDVSVMNSSVSGHEGGNVSVQCFYSSGYKAYNKQWCRVKDKSCFTEEKMDTSQNLSVQ I SDDGKSFFTVLMTGLNLSDSGWYFCSVG
NLKVPVQLTVTKPEPK

>Pigri3.12-D2
PAVSVMSSSVSGHEGDDVSVQCFYSSGYKAKTKQWCRFKDKSCFTEKKTDTSQNSSVQ I SDDVESSFTVLMTGLTLSDSGWYFCSVG
DLQVPVQLTVTKPEHK

>Pigrl4.1-D2
PDVSVVNSSVLGHEGDDVRVQCFYSSAYQNELKRWCRMKDQKCFTEKKSDASQNSSVQ I SDDGESFSVLMTGLRLSDSGWYFCSAGD
LQVPVRLTVTKNKA

>Pigrl4.2-D2
PDVSVLSSSVSGHKGDDVSVRCFYRSAYKNKLKQWCR IDDLTCFREKKTDTSQNSSVQ I SDDGESSFTVLMTGLRLSDSGWYFCSVG
NLQVPVQLTVHQGENKNKNTCKSFIQLLSENIKCIYLKL
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>Pigrl4.3-D2
PDVSVVNSSVLGHEGDDVQCFYSSAYQNELKRWCRMKDQKCFTEEKTNTSQSSSVQ 1 SDDGESFSVLMTGLRLSDSGWYFCSVGDLQ
VPVRLTVTKNKAGTSLT I ILNVLLPFASSVSVYMKMKSPDT IVYEQDSQM

>Pigrl4.4-D2
PDMSVLSSSVSGHKGDDVSVRCFYRSANQNKLKQWCR IDDLTCFREKKTDTSQNSSVQI IDDGESSFTVLMTGLRLSDSGWYYCSAG
NLQVPVQLTVHKGENKNKNTCKSFMQLPSDNIKCIYLKLVSYLYKTIHINIV

>orphan-D2
PDVSVMSSSVSGHEGGNLSAQCFYSSGYKAKNKQWCGYKDKKCFTEKKTDTSQNSSVQ I SDDGKSSFTVLMTGLRLSDSGWYFCSVG
NLQFPVQLTVSKPERKGKITNQSAVNNVKLLLHLKYPCCSFLYFPVLTTTPETE

Figure S2. Zebrafish plgR and PIGRL Ig domains (D1 and D2). Ig domains encoded by Zv9 genomic scaffolds 234,
235 and 33509 are shown. * indicates a second D2 domain encoded by pigri3.10. The orphan-D2 domain was
identified in scaffold 3509.

Zebrafish plgR and PIGRLs S11 | Kortum et al



‘?\ - 0 = s
c® W 288 T8 . .
o Q Seg 2T 98
o = 2 2 @ g §, ’:‘? r: ‘g ‘5- ~
o %%\%‘fz LA POF eSS o
N\g % o e g 8P LS
OQ%%T" S§8s5 o0& ¥
%, % % G OF s eI & ¥ o
o 2 L2,9% P S SN
%,«@ %, % 0 < > @ be é@ @Q\ _ C§3 ,\9 N
% % Y 5 & RS
o, 2s % %\ N Aa 3 © 28 0%
£ © = Q &
0, o8, R % 4 " L IR
9 e - ) -
Q’é’,q, e > R & 8 %bg o° {BQ .{\b"& A
Yo : 9’?‘7‘ o Oe % & S 0‘3 ‘BQ\ ?\\;0
P> 02 & & e % oot o
0‘?"@ P 2&02 A Da‘.'e 'g(\‘\ A
1y o b=l
O{,\,@P gﬂfa‘oe ;0 3 0 Dafe \3'0
‘arl7 5. o o\ pare P\ o
, D2 ) A 5
are pj S pigit-
91.3.p; % ) 96 pare . 1 7-0%
are pj Pigrt-
9ri2.1.po . & o pare ® D
Darepjg,,2.4~02 12 5398 Dare Pigril-
Dare Pigrl1.4-D2 ” Dare Pigrl1.6-D1
Dare Pigri4.4-D2 23 85 &8 Dare Pigri2.3-D1
Dare Pigri4.2-D2 — 99 2 o % — Dare Pigriz, 1.p
pare pign3 502 3 \\O po) *° Pigr2.6.p4
- r\’s"\'o?’ ‘3, 15 3 are p{grQQ
re P19 & & Dap o, 122D
Da 02 & e P
g2° z 7 Osy, . 2.4
Dafep\g ,\-1—0'2‘ " @ Py 4D
e?‘\g-;ﬂ' 3‘0’2. o> b C‘yoep o 5 D,
per W AOF Ga ) DALy B, "Gry %
0o '9‘\5\ iy = 5 /2 Ve, s, fb?‘D?
% @ oS 2 8 B Y o %, R -7
pa QoY 9 3 4 o b 5
0o o6 # B AN
ol 2 S\ AT Aoy e
£ O A a <& & © > > Q?
O‘a Q{\ Ny Q (=] 6\ =2 40/ ‘O
@ e &9 ¥ 'S o L
0’&’ @@Q \f} &fj kfs\’ Qq, & § 9 & » Q %o 90(9 0,&0 o, 9\
TELEFSSd 633, 0GR &
X £ PN B - < G 3 2 e Q
& F o £ 5 JANSNEREREIEC ©, ) % G
F e SO S8EEEggaryg B B &
be @& O Q. a = 2 o o % %“_ 0 2 o (‘O %
F & SN . s ©
49 5 8§ EE 8B 5 O
35 &+ IS
pIgR-D2

Figure S3. Phylogenetic comparison of plgR and PIGRL Ig domains to representative NILTs, NITRs and DICPs.
plgR (blue shading) and PIGRL Ig domains from multiple fish species (see Figure S2 and methods) were aligned with
Ig domains from zebrafish Nilt1 and Nilt2 (yellow shading, GenBank CAR82065, CAR82066), Nitrli (red shading,
GenBank NP_571721) and Dicp2.1 (orange shading, GenBank NP_001245155). Single PIGRL sequences previously
reported from carp (red text, GenBank ADL59933) and salmon (violet text, GenBank ADM18014) as well as predicted
plgR (GenBank XM_004079122) and PIGRL sequences (green text, GenBank XM_004079121) from medaka were
included. Species include: zebrafish (Danio rerio, Dare), carp (Cyprinus carpio, Cyca), fugu (Takifugu rubripes, Taru),
orange-spotted grouper (Epinephelus coioides, Epco), Atlantic salmon (Salmo salar, Sasa), rainbow trout
(Oncorhynchus mykiss, Onmy) and medaka (Oryzias latipes, Orla). * indicates a second D2 domain present in
pigri3.10. The NITR D1 and D2 domains are variable (V) and intermediate (I) lg domains, respectively.
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Figure S4. Genomic organization of the human PIGR and DAD1 loci. (a-b) The regions of human chromosomes 1

and 14 that encode PIGR and DADL1 are shown. (c) The protein structures and ligands of human plgR, Fco/uR, FcuR

and TCRua are illustrated for comparison. Receptor domains include Ig-like (IgL), variable-type (V), and constant (C) as
defined by UniProt (http://www.uniprot.org/).
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>plgR encoded by cDNA 4120, transcript variant 1 (GenBank KF932324)
MSLPLLLTALVLGGLPGCHS[TVTT IGDVAVLEGGSVTVPCHYNPQY I SNVKYWCSGRMREFCSSLARTDDPESAPNGNRKVT IADDP
TQHVFTVNMRNLTEDDSGWYWCGVELGGMWVSDSTASLY 1 SVVQGMSVMNGMVSAEEGKSVSVQCLYSKNLRWSEKRWCRSGNWNSC
LLTDSEGTFSGKNVH IHDDKNSVFTVTLQRLEMRDSGWYWCGAGQQNVAVHVSVTRRSPTPVSTAFPVHNKTAGNLSVTSSNESYSR
PIVWESPLVMCGVVLLVMTACVALWKLQQQCKKKHKPRETSDMSDNLA I CPWREGDCKNASV I FLNTPAQQVQML

>plgR encoded by cDNA 4121, transcript variant 2 (GenBank KF932325)
MSLPLLLTALVLGGLPGSHS[TVTTIGDVAVLEGGSVTVPCHYNPQY I SNVKYWCSGRMREFCSSLARTDDPESAPNGNRKVT IADDP
TQHVFTVNMRNLTEDDSGWYWCGVELGGMWVSDSTASLY 1 SVVQGMSVVNGMVSAEEGKSVSVQCLYSKNLRSSEKRWCRSGNWNSC
LLTDSEGTFSGKNVHIHDDKNSVFTVTLQRLEMRDSGWYWCGAGQQNVAVHVSVTRRSPTPVSTASPVHNKTAGNLSVTSSNESYSR
PIVWESPLVMCGVVLLVMTACVALWKLQQQCKKKHKPRETSDMSDNLA I CPWREGDCKNASV I FLNTPAQQVQML

>Pigrl2.1 encoded by cDNA 3842, transcript variant 1 (GenBank KF932326)

MFY ITAGFWL ILGVESFEGGSNHT I TVKPGGSV 1 1PCYYDEKNPPQKKYWFSEHDQSNKYTNTTEENLSV IDHPDQSLFTVTMRNLQ
ENKHNGQYYCTVETEQKTNVTYELYLQVHSAPDVSVMNSSVSGHEGDDVSVQCFYSSGYKDKQKRWCRYKDQKCFSEEKTDTSQNSS
VQISDDGESSFTVLMTGLTLSDSGWYFCSVGHQT IPVQLTVTEDGVSAFHTSTVFCTST -

>Pigrl2.1 encoded by cDNA 3843, transcript variant 2 (GenBank KF932327)

MFY ITAGFWL ILGVESFEGGSNHT I TVKPGGSV 1 1PCYYDEKSPPQKKYWFSEHDQSNKYTNTTEENLSV IDHPDQSLFTVTMRNLQ
ENKHNGQYYCTVETGQKTNVTYELYLQVHSAPDVSVMNSSVSGHEGDDVSVQCFYSSGYKDKQKRWCRYKDQKCLSEEKTDTSQNSS
VQISDDGESSFTVLMTGLTLSDSGWYFCSVGHQT IPVQLTVTEDGVSAFHTSTVFCTST -

>Pigrl2.1 encoded by cDNA 3844, transcript variant 3 (GenBank KF932328)

MFY ITAGFWL ILGVESFEGGSNHT I TVKPGGSV 1 1PCYYDEKSPPQKKYWFSEHDQSNKYTNTTEENLSV IDHPDQSLFTVTMRNLQ
ENKHNGQYYCTVETGQKTNITYELYLQVHSAPDVSVMNSSVSGHEGDDVSVQCFYSSGYKDKQKRWCRYKDQKCFSEEKTDTSQNSS
VRISDDGESSFTVLMTGLTLSDSGWYFCSVGHQT IPVQLTVTEDGVFAFHTSTVFCTST -

>Pigrl2.3 encoded by cDNA 3820, transcript variant 1 (GenBank KF932329)
MAAYAAAKILYLSVGFWL ILGAES)YDAFSSNRLTVKPGGSVTTPCYYDEKNTQLKYWFSVNDECNTYTNTTEENLSV IDHPDQSLVT
VTMRNLQEKHTGEYHCGVVPGGV I YKI1YLQVQDVPDVSVKSSSVSGHEGGNVSVQCFYSSGYRDKQKRWGRFKDEKCFREKKTNTSK
NSSVQISDDGESSFTVLMTGLTLSDSGWYYCSAGEQILPLQLTVTTSESVSYNTDTGTHPDRWRFCLSHS-

>Pigrl2.3 encoded by cDNA 3822, transcript variant 2 (GenBank KF932330)
MAAYAAAKILYLSVGFWL ILGAES)YDAFSSNRLTVKPGGSVT IPCYYDEKNTQLKYWFSVNDECNTYTNTTEENLSV IDHPDQSLVT
VT IRNLQEKHTGEYHCGVVPGGV I YKI1YLQVQDVPDVCVKSSSVSGHEGGNVSVQCFYSSGYRDKQKRWCRFKDEKCFREKKTNTSK
NSSVQISDDGESSFTVLMTGLTLSDSGWYYCSAGEQILPVQLTVTTSESVSYNTDPGTHPDRWRFCL -

>Pigrl2.3 encoded by cDNA 3823, transcript variant 3 (GenBank KF932331)
MAAYAAAKILYLSVGFWL ILGAES)YDAFSSNRITVKPGGSVT IPCYYDEKNTQLKYWYSVNDECNTYTNTTEENLSV IDHPDQSLVT
VTMRNLQEKHTGEYHCGVVPGGV I YK1YLQVQDVPDVSVKSSSVSGHEGGNVSVQCFYSSGYRDKQKRWCRFNDEKCFREKKTNTSK
NSSVQISDDGESSFTVLMTGLTLSDSGWYYCSAGEQILPLQLTVTTSESVSYNTDTGTHPDRWRFCLSHS-

>Pigrl2.3 encoded by cDNA 3824, transcript variant 4 (GenBank KF932332)
MAAYAAAKILYLSVGFWL ILGAES|CDAFSSNRLTVKPGGSVT IPCYYDEKNTQLKYWFSVNDECNTYTNTTEENLSV IDHPDQSLVT
VTMRNLQEKHTGEYHCGVVPGGV I YKIYLQVQDVPDVSVKSSSVSGHEGGNVSVQCFYSSGYRDKQKRWCRFKDEKCFREKKTNTSK
NSSVQISDDGESSFTVLMTGLTLSDSGRYYCSAGEQILPLQLTVTTSESVSYVNTDTGTHPDRWRFCLSHS-

>Pigrl2.3 encoded by cDNA 3968, transcript variant 5 (GenBank KF932333)
MTAYAAARILYLSVGFWL ILGAES)YDAFSSNRLTVKPGESVT IPCYYDEKNTQLKKYWFSVNDKCNTYTNTTEENLSV IDHPDQSLV
TVTMRNLQEKHTGEYHCGVVPGGV I YKIYLQVQDVPDVSVKSSSVSGHEGGNASVQCFYSSGYRDTQKRWCRFKDEKFFREKKTNTS
KNSSVQISDDGESSFTVLMTGLRLSDSGWYFCSAGEQILPLQLTVTTLESVSYNTDTGTHPDRWRFCLSHS

>Pigrl2.3 encoded by cDNA 3969, transcript variant 6 (GenBank KF932334)
MTAYAAARILYLSVGFWL ILGAES)YDAFSSNRLTVKPGGSVT IPCYYDEKNTQLKKYWFSVNDKCNTYTNTTEENLSV IDHPDQSLV
TVTMRNLQEKHTGEYHCGVVPGGV I YKIYLQVQDVPDVSVKSSSVSGHEGGNASVQCFYSSGYRDTQKRWCRFKDEKFFREKKTNTS
KNSSVQISDDGESSFTVLMTGLRLSDSGWYFCSAGEQILPLQLTVTTLESVSYNTDTGTHPDRWRFCLSHS
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>Pigrl2.4 encoded by cDNA 4003, transcript variant 1 (GenBank KF932335)

MAAYATATILY ISIGFWF ILSADS)YNEFSNHALTVPPGGSVT IPCHYNEQYTQLKKHCYLETDKYTNTREKNLLY IDHPDQSLFTVT
MRNLRENQTGLYYCVVETGGTRTVI1YEFYLKVQYVPDVSVMSSSVSGHEGDTVSVQCFYSSGYKNEQKQWCRYKNQKCFGEKKTDTS
KSSSVQISDDGKSSFTVLMTGLRLSDSGWYFCSVGNQM I PVQLTVTHTESDRNNKDRDEKLSPVWFFALTPVLLISLILVGVF IFKW
RRRPKQDEHQLKERNDSSTTDE I SSKPDDLAVYCSINDETPYS1SPLDPNKNMIYST IDY 1 PGSEAKPPAGEDVYSSVGPH

>Pigrl2.4 encoded by cDNA 4004, transcript variant 2 (GenBank KF932336)

MAAYATATILY ISIGFWF ILSADS)YNEFSNHALTVQPGGSVT IPCHYNEQYTQLKKHCYLETDKYTNTREKNLLY IDHPDQSLFTVT
MRNLRENQTGLYYCVVETGGTRTVI1YEFYLKVQYVPDVSVMSSSVSGHEGDTVSVQCFYSSGYKNEQKQWCRYKNQKCFGEKKTDTS
KSSSVQISDDGKSSFTVLMTGLRLSDSGRYFCSVGNQM I PVQLTVTHTESDRNNKDRDEKLSPVWFFALTPVLLISLILVGVF IFKW
RRRPKQDEHQLKERNDSSTTDE I SSKPDDLAVYCSINDETPYS1SPLDPNKNMIYST IDY I PGSEAKPPAGEDVYSSVGPH

>Pigrl2.5 encoded by cDNA 3970 (GenBank KF932337)

MTAYATTKINY ILVGFWL ILGAES)YFDWLSSRITIKPGGSVT IPCLYEKNPMQLKYWYSVNNPSNKFTNTKEENLSV IDHPDQSLFT
VTMRNLQENQTGEYHCVVKTGVTGGVTYRVYLD IRYDPDVSLKGRSLSGHEGGNVSVQCFYSSAYRNSQKQWCRYKDEKCFTERKTD
1SQNSSVQISDDGESPFTVLMTGLTLSDSGWYFCSAGEQI IPVQLT I THTESVN INTDLNNKDGAEELPPVWFLASALVLLISLILY|
RRRPKQDEHQLKESNNSRTTDE I SSKPDDLAVYCSINDETPYS1SPLDPNKNMIYST IDY I PGSEAKSPAGEDAYCTVGPH

>Pigrl3.4 encoded by cDNA 3962, transcript variant 1 (GenBank KF932338)
MIHTLILTGVLLHIGDGAWIDKLNIGVKSGSPGI IPCQYVEQYQENLKYWCQGMFWISCT ILAFGNGPRSKFSITDYPAQSIFTVEW
QNLQPSDSGYYWCAVE IGDSEKPDASYYLYLKVQSAPDVSVKSSSVSGHEGGNVSVQCFYSSGYKAKEKQWCKYKDQKCFYPKKNTG
TSQNSSVQISDDGKSSFTVRMAGLRLSDSGWYFCSVGNLQVPVQLTVSKPDPKDLYTTQPSAKQIPTSVLTTVSRPGTNILNKEHFC
LSET

>Pigrl13.4 encoded by cDNA 4001, transcript variant 2 (GenBank KF932339)
MIHTLILTGVLLHIGDGAWIDKLNIGVKSGSPGI IPCQYVEQYQENLKYWCQGMFWISCT ILAFGNGPRSKFSITDYPAQSIFTVEW
QNLQPSDSGYYWCAVE IGDSEKPDASYYLYLKVQSAPDVSVKSSGVSGHEGGNVSVQCFYSSGYKAKEKQWCKYKDQKCFYPKKNTG
TSQNSSVQISDNGESSFIVLMTGLNLSDFGWYFCSVGNLQVPVQLTVSKPDPKDLYTTQPSAKQIPTSVLTTVSRPGTNILNKEHFC
LSET

>Pigr3.5 encoded by cDNA 3960, transcript variant 1 (GenBank KF932340)
MIHTLILAGVLLHIGNGAWIDKLNIGVKSGSPGI IPCLYKEQYKENHKYWCQGMFWSSCT I LAFGNGPRSKFSITYYPAQS IFTVKW
QNLQPSDSGYYWCAVEIGDSGIPDARYYLYLKVQPVPDVSVKSSSVSGHEGGNVSVQCFYSSEYHNKLKGWCRVKDKRCFKEEKTDT
SQNPSVQ 1 SDDGESSFTVLMAELRLSDSGWYFCSVGDLQVPVRLTVTKPEPKAAMTTGSRPKSRVEDPPTTDSE INLGKDSKDEQNK
YDMILIMCLVVTLALLLLVALFTI I]JIRRMRKNPEGDPTREERFNSSTMNTMPSENQMTS I SPAEADSSADDSSMVYSPVSFTKTCLS
SVDPEPDVLYSAVMKDRKTV

>Pigr3.5 encoded by cDNA 3961, transcript variant 2 (GenBank KF932341)
MIHTLILAGVLLHIGNGAWIDKLNIGVKSGSPGI IPCLYKEQYKENHEYWCQGMFWSSCT ILAFGNGPRSKFSITYYPAQSIFTVKW
QNLQPSDSGYYWCAVE1GDSGIPDARYYLYLKVQPVPDVSVKSSSVSGHEGGNVSVQCFYSSEYHNKLKGWCRVKDKRCFKEEKTDT
SQNPSVQ 1 SDDGESSFTVLMAELRLSDSGWYFCSVGDLQVPVRLTVTKPEPKAAMTTGSRPKSRVEDPPTTDSE INLGKDSKDEQNK
YDMILIMCLVVTLALLLLVALFT I I]JIRRMRKNPEGDP IREERFNSSTMNTMPSENQMTS I SPAEADSSADDSSMVYSPVSFTKTCLS
SVDPEPDVLYSAVMKDRKTV

>Pigr3.5 encoded by cDNA 4021, transcript variant 3 (GenBank KF932342)
MIHTLILTGVLLHIGNGAWIDKLNIGVKSGSPGI IPCLYKEQYKENHKYWCQGMFWSSCT I LAFGNGPRSKFSITYYPAQSIFTVKW
QNLQPSDSGYYWCAVEIGDSGIPDARYYLYLKVQPVPDVSVKSSSVSGHEGGNVSVQCFYSSEYHNKLKGWCRVKDKRCFKEEKTDT
SQNPSVQ 1 SDDGESSFTVLMAELRFSDSGWYFCSVGDLQVPVRLTVTKPEPKAAMTTGSRPKSRVEDPPTTDSE INMGKDSKDEQNK
YDMILIMCLVVTLALLLLVALFT I I]JIRRMRKNPEGDP IREERFNSSTMNTMPSENQMTS I SPAEADSSADDSSMVYSLVPFTKTCLS
SVDPEPDVLYSAVMKDRKTV

>Pigrl13.8 encoded by cDNA 4020, transcript variant 1 (GenBank KF932343)

MIHTLILAGVLLHIGDGAWV INPNIRVKSGSPG I I PCLYKEQHKEHQKYLCRGRFWSSCT ILAYVNETGKKFFITDYPAQS IFTVKW
QNLQESDYGYYWCAVEIGGPGTLDDSYYFYLMVQSASALSVLSSSVSGHEGGNVSVQCFYSSGYKAYNKQWCRVKDKSCFTEKKTDT
SQNSSVQ 1 SDDGKSSFTVLMTGLTLSDSGWYFCSVEYLQDPVQLSVTKPEPKVFPVLTTPTCTPEEKNEHNTTFQQYNFNKYASNDK

QR
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>Pigrl13.8 encoded by cDNA 4023, transcript variant 2 (GenBank KF932344)

MIHTLILAGVLLHIGDGAWV INPNIRVKSGSPGI I PCLYKEQHKEHQKYLCRVRFWSSCT ILAYVNETGKKFFITDYPAQS IFTVKW
QNLQESDYGCYWCAVEIGGPGTLDDSYYFYLMVQSASALSVLSSSVSGHEGGNVSVQCFYSSGYKAYNKQWCRVKDKSCFTEKKTDT
SQNSSVQ 1 SDDGKSSFTVLMTGLTLSDSGWYFCSVEYLQDPVQLTVTKPEPKVFPVLTTPTCTPEEKNEHNTTLQQYNFNKHASNDK

QR

>Pigrl13.9 encoded by cDNA 4027 (GenBank KF932345)
MIHTLILAGVLLHIGDGVWINKLY IGVKSGSPGI IPCLYEEQYKEHQKYWCRGY IWSSCSILAYVNETRNKFSITDYPAQSIFTVEW
QNLQESNSSYYWCAVEIGGPGTLDAGYYLYLTVQSDPAVSVMNSSVSGHEGGNVSVQCFYSSRYKAKNKQWCRVKDKSCFTEKKTDT
SQNSSVQISDDDESSFTVLITGLTLSDSGWYFCSVEDLQVPVQLTVTKPEPKEMNTTQLSTNTTSAKMHSTINTLCLLIQG

>Pigrl13.10 encoded by cDNA 4002, transcript variant 1 (GenBank KF932346)
MIHTLILTGVLLHIGDGAWIDKLNIGVKSGSPGI IPCQYVEQYQENLKYWCQGMFWISCT ILAFGNGPRSKFSITDYPAQSIFTVEW
QNLQPSDSGYYWCAVE IGDSEKPDASYYLYLKVQSAPDVSVKSSSVSGHEGGNVSVQCFYSSGYKAKEKQWCKYKDQKCFYPKKNTG
TSQNSSVQISDDGKSSFTVRMAGLRLSDSGWYFCSVGDLQVPVRLTVTKPEPKAPDLSVMNSSVSGHVGGNVSVQCFYSSGYKNKTK
QWCRVKDKSCFPENKTDTSQNSSVQ I SDNGESSFIVLMTGLNLSDSGWYFCSVGNLQVPVQLTVSKPDPKDLYTTQPSAKQIPTSVL
TTVSRPGTNILNKEHFCLSET

>Pigrl13.10 encoded by cDNA 5187, transcript variant 2 (GenBank KF932347)
MIHTLILTGVLLHIGDGAWIDKLNIGVKSGFPGI IPCQYVEQYQENLKYWCQGMFWSSCT I LAFGNGPRSKFSITDYPAQSIFTVEW
QNLQPSDSGYYWCAVE IGDSEKPDASYYLYLKVQSAPDVSVKSSSVSGHEGGNVSVQCFYSSGYKAKNKQWCGYKDKKCFYPKKNTG
TSQNSSVQISDDGKSSFTVLMAGLRLSDSGWYFCSVGDLQVPVRLTVTKPEPKDPDLSVMNSSVSGHVGGNVSVQCFYSSGYKNKTK
QWCRVKDKSCFPENKTDTSQNSSVQI SDDGESSFIVLMTGLNLSDSGWYFCSVGNLQVPVQLTVSKPDPKDLYTTQPSAKQIPTTVL
TTVSRPGTNILNKEHFCLSET

>Pigrl13.10 encoded by cDNA 5188, transcript variant 3 (GenBank KF932348)
MIHTLILTGVLLHIGDGAWIDKLNIGVKSGFPGI IPCQYVEQYQENLKYWCQGMFWSSCT I LAFGNGPRSKFSITDYPAQSIFTVEW
QNLQPSDSGYYWCAVE IGDSEKPDASYYLYLKVQSAPDVSVKSSSVSGHEGGNVSVQCFYSSGYKAKNKQWCGYKDKKCFYPKKNTG
TSQNSSVQISDDGKSSFTVLMAGLRLSDSGWYFCSVGDLQVPVRLTVTKPEPKDPDLSVMNSSVSGHVGGNVSVQCFYSSGYKNKTK
QWCRVKDESCFPENKTDTSQNSSVQISDDGESSFIVLMTGLSLSDSGWYFCSVGNLQVPVQLTVSKPDPKDLYTTQPSAKQIPTTVL
TTVSRPGTNILNKEHFCLSET

>Pigrl4.2 encoded by cDNA 4177 (GenBank KF932349)
MAHPSLLIAVLFCTAGTLSMKTLDRVPVIEGETITIPCLYDNKYKLNKKYWCNGNTWLGCSVVAYANHTGKWT ITDYPDHNMFTVTL
NNSTSSDSGHYWCAVE IDHHVDNSKYLYLTVQKAPDVSVLSSSVSGHKGDDVSVRCFYRSAYQNKLKQWCR IDDLTCFREKKTDTSQ
NSSVQISDDGESSFTVLMTGLRLSDSGWYFCSVGNLQVPVQLTVYQGENKNKNTCKSFIQLPSDKI

Figure S5. Full-length zebrafish plgR and PIGRL proteins. Predicted proteins encoded by zebrafish pigr and
PIGRL transcripts are shown. Transcript numbers corresponding to Figure 5 are listed and GenBank accession
numbers are in parentheses. Predicted peptide leader sequences and transmembrane domains were predicted by
SMART software (Letunic et al. 2012. Nucleic Acids Res. 40 (D1): D302-D305) and are in boxed text. Cytoplasmic
ITIMs (S/I/V/ILxYxxI/V/L) are shaded orange, ITIM-like sequences are shaded yellow and additional cytoplasmic
tyrosines are shaded green.
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plgR4121_D1 and plgRscaffoId234_D1
pl gR4121 GSHSTVTT IGDVAVLEGGSVTVPCHYNPQY ISNVKYWCSGRMREFCSSLARTDDPESAPNGNRKVT IADDPTQHVFTVNMRNLTEDDSGWYWCGVELGGMWVSDSTASLY ISVVQ
(o] Ko R e M GSHSTVTT IGDVAVLEGGSVTVPCHYNPQY I SNVKYWCSGRMREFCSSLARTDDPESAPNGNRKVT IADDPTQHVFTVNMRNLTEDDSGWYWCGVELGGMWVSDSTASLY ISVVQ

Pigri1.1*'-D1 (GenBank KF932318) and Pigr|1.1°°"'%*3*.p1

1.1% [XEYKTASASRALTVQTGGSLVIPCYYDRYYTEYKKYWCFNAKGYFS NETKGKVSMTDHPDQSFFTVTMRNLQHEDTGAYWCAVE I[QSFFNL DKREQLHLTVQS
AL IS YK TASASRAL TVQTGGSLV I PCYYDRYY TEYKKYWCFNAKGYF) UNETKGKVSETDHPDQSFFTVTMRNLQHEDTGAYWCAVE I[S€FFNL DKREQLHLTVQS

Pigrl1.7%'-D1 (Genbank KF932319) and Pigrl1.7°%!42%4.p1

1.7 CKTAYVDPVLTVQTGGSVVIPCFYDKRYAEYKKYWCH| RFCSALAYTNETKGKYSV IDHPDQSFFTVTMRNLQHEDTGYYWCAVE I GT(HLJKDE TKKLQLRVQT]
(I Aol CI< TAYVDPVLTVQTGGSVV I PCFYDKRYAEYKKYWCF\Y FCSALAYTNETKGKRSV IDHPDQSFFTVTMRNLQHEDTGYYWCAVE I GTULURDE TKKLQLRVQT]

Pigrl2.6"%°-D1 (Genbank KF932320) and Pigrl2.6°%"'%***.p1

2.69%6 ESFSGGSNRTITVKPGGSVTIPCYYDEKNPPRRKYWFSEHGQSNKYTNTTEENLSVIDHPDQSLFTVTMRNLQENKHNGQYYCTVETGQKPNVTYVTYELYLKVHS
I OMAEl\/F SFSGGSNRT I TVKPGGSVT I PCYYDEKNPPRRKYWFSEHGQSNKYTNTTEENLSV I DHPDQSLFTVTMRNLQENKHNGQYYCTVETGQKPNVTYVTYELYLKVHS|

Pigri3.2"**-D1 (GenBank KF932321) and Pigrl3.2°°*"'%*%.p1

3.219% EAWVYDVN IGVKSGSPGI IPCVYKEHLKANRKYWCQGSVWSSCT ILAYANETRNKFSITDYPEQSVFTVEWQRNLQPSDSGCYWCAVE INWYGTVDDGYHMYLTVQS|
SIAsilaalll - A\ YDVN I GVKSGSPG I IPCVYKEKLKANRKYWCQGSVWSSCT I LAYANETRNKFS I TDYPEQSVFTVEWQRLQPSDSGCYWCAVE INEYGTVDDGYHMYLTVQS

Pigri3.2"**-D2 (GenBank KF932322) and Pigrl3.2°°*"'%?%.p2

Il G\/F VK SSSVSGHEGGDVSVQC I'YSD IYRNT I KQWCRVKDKRCYAVERSDTSQNPSVQ I SDDGESSFTVLMTELRLSDSGWY FCSVEDLQVLVQLTVTKPGPK]
IAsilaall Y G\/FVK SSSVSGHEGGDVSVQC 1YSD IYRNT I KQWCRVKDKRCYAVERSDTSQNPSVQ I SDDGESSFTVLMTIRLRLSDSGWYFCSVEDLQVLVQLTVTKPGPK

Pigrl4.1""-D2 (GenBank KF932323) and Pigrl4.15°'**>.pp
4,110 SVMNS SVGREGDDVRVQCFYSTAYQNEL KSICRVKDQKCFTEEKTDISQESSVQ | SDDGE SSIVLMT GLRL SDSGYFCSAGDLQVPVLTVT
PRl 5\ VNS SVIGHE GDDVRVQCFY SSAYQNEL KEWCRMKDQKCF TERKSDRSQNSSVQ 1 SDDGE SME8VI MTGLRLSDSGWYFCSAGDLQVPVELTVT]

Figure S6. plgR and Pigrl domains employed as Fc fusions. Alignments of Ig domains from plgR-hFc and PIGRL-
hFc fusion proteins with Ig domains encoded by corresponding genomic sequences. Allele designation is shown as
superscript after the gene.
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