a.

IF116 HIN-A - - - A
IFI16 HIN-B TTGA

30 40 50 60 70
TCA GG|1[A|a ¢ T ¢ cC[CAG]A A G[A|A[A] T r c[T]c[CAla[aA]4 c[GC € ClA[GTGla
'TAGAAGTTTCCATAGAAGACAGTGCCCAGAG TGA[CCITCAAAG

hAIMZ HIN-C [€ € T|G G[CAGGAAT|c 1[ATCAG|AGlAAG[G - - -[GT T|7|C AG A A4|G c[Ge[r ¢[T]1][T6G|C
Llama CCT|IGIAGCAGAAA G|CAGGAAT|G[CA TCA[A]G|G|A 4 G A|A[Glg|G[c]T|G|c[c AlaAls AlGeCC TG TG|A
Dolphin ccriGlaG[rGleaaa TC|CA|GICAGGAAT|C[CATCAGG|C|AAGA|-|GT[A|TT|G|CAGAA|s sleec[-]TG T 6|4
Cow CCT|ITAGCAGAAA TCCATCAHGAATTCATCAGGCAAGA-GTGTTTCAGAAGGGCCCTGTGG
Sheep CCTITAGCAGAAA TGICATCA|A[GAAT|TCATCAGG|CIAAGA|-|[GTGTT|T|ICAGAA|GGGCCCTGTG|G
90 100 110 120

IFI16 HIN-A G[A|[A[6GTACTGA|G TA[CAA|CA[AAGCCATTTGAAT|A[TGAGACCC|C[AGAAATG
IFI16 HIN-B G6laTé 6 1(6lc TGAACGCAACAGACATTTGIEA T|A[T G 4 ¢[clcc[a]aacalc - -
hAIMZ HIN-C CTGAAAGCAAA[GAAGCCC[C|TT TTTGAGACCCAAGAA|- -
Llama CTGAAAGCAA|C|GAAGCCA[CITTGAATTTGAG[GIcCC[C]JAGAA|- -
Dolphin CTGAAAG[AGIA|T|GAAGCCATTTGAATTTGAGACCCAAGAA|- -
Cow CAGTCATGGTACTGHAAGCAA r|GaaglGle[- - - - - - - - oo
Sheep CAGTCA[cAlcTACTG|GlAAGCAA|T|GAAGlG|C|- - - - - - - - - - - . ..

150 160 170 180 190 200 210

IFII6HIN-B |T€CATGC[CIACAGTGGC[A]ACTGAGAA[TGAA[GITCTT|cCGA -
hAIMZ HIN-C |TCATGCTACAGTGGCTAC[A|lGA[A]AlaGl6aATTC TI|C[TTT|-

IF116 HIN-A TCATGCTACAGTGGCTAC|A CAGACACAGTTCTICCA- GT|G|AA|GIGT T T T|A|A A[C|A|C C

Llama TCATGCTACAGTGGCTACTG[GIGAGTGAATTCTTITTTTTGTAAAGIGTTTTCAA[A|AA|A[GCTAAAGGAAAAAA|
Dolphin TCACTﬂCAGTGGCTAGAGAGTGATTCTTTTTDGTAAAAGTTTTCAATAAA --------------
Cow TCATGCT|GICAGTG|T|CTACTGAGAGTGAATTCTTTTTTTGTAAAAGTTTTCAATAA|C - - - - - - - - - - - - - -
Sheep TCATGCTGICAGTG|TICTACTGAGAGTGAATTCTTTICITT[-|GTAAAAGTTTTCAATAAIG - - - - - - « - = - = - - -

220 230 240 250 260 270 280
IFIT6HIN-A - -[AlG c TI[TGAAGGA|GI[AAATTCA|A[T|G GJAAAGAAAAT|C[AT|C[AT|cC[ATA T CA|GIA|T[TATT|T G GA A T[A]|T G A[T]|A[G T|C[T]|
IFI16 HIN-B - -GCCTAAGGA|£|AATTCACCCAAAGAAATCATTGCCATACAAATTATGTTTGCCCAA 7|G|G[G|T T|
hAIMZ HIN-C - - C T|G C. TGAAA TAAATTCA[T|[TCCAAAGA[GIAATAATTAT|A|[ATA|G|CAA[GIATATTA TGGCACAGTGGTTT
Llama [Aa4a46[c|1[alaa ATAAATTCACTCCAAAGAAAATAATTATA[ATATCAAAATATTATTGGCACAGTITGTT[-
Dolphin - - IJAGCTGAAGGATAAATTCACTCCAA[- |[AAAA[AJAATTAT|GIATATCAAAATATTATTGGCA[IT[AGTTGTTT]
Cow - [AA[A]CTGAAGGATAAATTCACTCCAA|GC|AAAATAATTAT|GATATCAAAATATTATTGGCACAGTTGTI[A
Sheep --|[AAGCT[C|AAGGATAAATTCACTCCAA|GCIAAAATAATTATIGATATCAAAATATTATTGGCACAGTITGTTT

290 300 310 320 330 340 350
IFIT6 HIN-A 7|G 4 A[Gla A[TC|1 A c[TGTA[T|c[TGA|A[GE TGl 1 c[cT|a[Ac CcAAA|c[Glr[T|T G AG[GT|- - - 1[cCAAaA
IFI16 HIN-B Aric crTr[c[aAlc|A[€TT6 TG[G c[r6ATG[TGAlAlr GleTGACC[GlAAA|C[AT|GGAGA|T|- - -[cCCcAAA
hAIMZ HIN-C . cleTclalc[G|TGTGT|T A|lGATGCTGAATCTGACCAAAAG|GT|T[A|A[TGT|- - -lccclGeT
Llama - ClcTCCCTTGTGTGTGAT[A|[CTGAATCTGACCA[CCIAGATCAGTGTTGTCCCAAA
Dolphin CclcTCCA]TTGTGTGTGATG[TITGAATCTGACCAA|CIAGATCAGTGT[- - -|cccAlc]la
Cow |E|GTGTGTGACAchAATﬂTGACCA- - |GATCAGTGT|- - -|c[T|cAAA
Sheep G|GTGTGTGA|C AICTGAAT|T|ITGACCA|- - -|GINl[rcaGTGT|- - - - - - - - -

360 370 3 390 400 410 420
IFIT6 HIN-A T A[AJA[AT|C[AT C A4 c[A]G[AGC|a 4 A G[GAAAC]T - ATA|T 7[C T T CA|c[A]4 A[CAla G[C|T T c A[GGAA|4 T[A]-
IFII6 HIN-B A G G A T|T|G|A T[7]A G4 4|G T]6 ¢|c a[G|c|6[T]a 4 c|r - ClAGC T T[7 G T[ClA|CA|A A|C|T AAA|GGAA|GTT -
hAIMZ HIN-C [G|A[A]cC[ATTATCAGAAAAGCTGGTGAAACC- AlclGecTrrcAlalacTcaGec|c[c|T 1|6GAACAA]-
Llama Glclalcl[ATTATCAGAAAAGCTGGTG[GGlA[A]lcC aacecrrcecolac reglecc|rie|r 1|66 alc]c Al -
Dolphin GCACATTATCAGAAAATGGTGAAACC- AAGCTTCA|A[ACTCAGCC|A|C|A TAA|AACAA|-
Cow G|C|A|T|ATTATCAGAAAAGA|lTGG T GA[T|ACC|- AAlAlcrrcAlaTT|lrcAGeC|clcla GA[GAACAAC
R R T T

430 440 450 460 470 480 490

IFI16 HIN-A TTGTA TIATGGG|G|T|A|T T T|A|T|G C|T|A|[CA|T|A A G|- -
IFI16 HIN-B TTGTGAATGGG|GITGTTTG|AGIGT|A[CA|T|AAG|- -

PAIMZHIN-C ITTGTGAATGG|TTITGTTTGTAGTCCAGAAG|- -

Llama TTGTGAATGGCTTTTGTAGTCCAGAAG--
Dolphin TTGTGAATAGG|C|TGTTTGTAGTCCAGAAG|- -
Cow TTGTGAATGGG|CITGTTTGTAGTC|TIAG|GTA - -
Sheep - - e e e e e e e e e e e e e e e e e e e e e e e e e

b. AIM2 HIN-C | IFI16 HIN-A | IF116 HIN-B
cCoOwW 77 62 61
llama 80 73 72
dolphin 79 67 67

Supplementary Figure S. BLAST searches of dolphin, cow, llama and sheep genome sequences
with the AIM2 HIN domain revealed an A/M2 pseudogene, and no trace of an intact AIM2 gene.
Sequences were obtained by TBLASTN searches on the dolphin, cow and lama genomes (Ensembl)
using human AIM2 HIN-C domain, and a BLAST search on the sheep whole genome shot-gun
sequence database (NCBI) using the cow pseudogene sequence. a. A clustalW alignment is shown
between the first exon encoding human IFI16 HIN-A, IF116 HIN-B, human AIM2 HIN-C, and
sequences obtained from cow, dolphin, lama and sheep. Multiple frameshifts and/or stop codons are
present in the cow, dolphin, lama and sheep sequences. b. Pairwise comparisons of these sequences
shown in the table reveal that the pseudogenes obtained have higher similarity to DNA encoding the
HIN-C domain of AIM2, than to HIN-A or HIN-B encoding DNA. Pig, which falls within the same
evolutionary clade as the animals studied here was searched extensively for 4A/M2, and showed no
gene or pseudogene with closer homology to A/M2 than to IFI16. AIM?2 pseudogenes are also seen
in dog and elephant (not shown).



