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Supplementary figure 1 : Photomap showing the standard form of the 3Li region in the IndInt
strain, supporting 52% homozygous for the standard form of 3Li.

78 bp :

Database: IndInt_chr2R.fasta
1 sequences; 55,427,671 total letters

Query= IndCh_Astel_HiC_cChrzr

Length=55183326

Score E
Sequences producing significant alignments: (Bits) Value
chr2r 331 1e-90

=chr2r
Length=55427671

Score = 331 bits (179), Expect = 1le-90
Identities = 1797179 (100%), Gaps = 0/179 (0%)
strand=Plus/Minus

Query 38082990 GGCAGAAGTGAGTGAATGACTTAAATCTTTGAAATGAATTAGATGATTTAAATCATCACG 38083049
Sbjct 17244809 GGCAGAAGTGAGTGAATGACTTAAATCTTTGAAATGAATTAGATGATTTAAATCATCACG 17244750
Query 38083050 CAGCGTTATTTCAGCTCACTTTTGATTTAATTCGCCATGCCGATTAACCACTCACTCACT 38083109
et sraawns. HASHAHIIIEIBIBIILL sio
Query 38083110 ACTTTTTAACTCACTCACTATGAATGGCTCTCTCGTGAATTAAACGAGTGAGTTAAAGG 38083168

LECLEEEEEEEEr et r e e e e e e e e e e e e ey
Sbjct 17244689 ACTTTTTAACTCACTCACTATGAATGGCTCTCTCGTGAATTAAACGAGTGAGTTAAAGG 17244631



78 bp Reverse Complement :

Database: indint rev _chr2r.fasta
1 sequences; 55,427,671 total letters

Query= IndCh _Astel HiC Chr2r

Length=55103326

Score E
Sequences producing significant alignments: (Bits) value
chrzr 331 le-90

=chr2r
Length=55427671

Score = 331 bits (179), Expect = 1e-90
Identities = 179/179 (180%), Gaps = 0/179 (0%)
Strand=Plus/Plus
Query 38082990 GGCAGAAGTGAGTGAATGACTTAAATCTTTGAAATGAATTAGATGATTTAAATCATCACG 38083049
CEETTTERTEEr 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 ey e e e
Sbjct 38182863 GGCAGAAGTGAGTGAATGACTTAAATCTTTGAAATGAATTAGATGATTTAAATCATCACG 38182922
Query 3B0B3050 CAGCGTTATTTCAGCTCACTTTTGATTTAATTCGCCATGCCGATTAACCACTCACTCACT 38083109
CEETTTEREEEr 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 e e e e e e
Sbjct 38182923 CAGCGTTATTTCAGCTCACTTTTGATTTAATTCGCCATGCCGATTAACCACTCACTCACT 38182982
Query 38083110 ACTTTTTAACTCACTCACTATGAATGGCTCTCTCGTGAATTAAACGAGTGAGTTAAAGG 38083168

CEPEREEEET e e e e e e b e e e e e e e e e e e e ey e e ey
sbjct 38182983 ACTTTTTAACTCACTCACTATGAATGGCTCTCTCGTGAATTAAACGAGTGAGTTAAAGG 38183041

8bp:
Database: IndInt chr2r.fasta

1 sequences; 55,427,671 total letters

Query= IndCh_Astel HiC_chr2r

Length=55103326

Score E
Sequences producing significant alignments: (Bits) Value
chrzr 202 6e-52

>chr2Rr
Length=55427671

Score = 202 bits (189), Expect = 6e-52
Identities = 189/109 (100%), Gaps = 0/189 (0%)
Strand=Plus/Minus

Query 21514292 ATTTAAGGTTGACCAATTCCTGAGAAACACGGGTAAGAATATAATCCAATCATATCTTTA 21514351

LECETEEEEEEEr e e e e e e e e e e e e e e e e e e e e e e ey
Sbjct 33742489 ATTTAAGGTTGACCAATTCCTGAGAAACACGGGTAAGAATATAATCCAATCATATCTTTA 33742430

Query 21514352 GCGAGCTGCAAATTAGTGATTTTCCTAGAACACTGGCAACACCGCCAAC 21514400

LECEEEEETEEr e e e e e e e e e e e e e e e e e e ey
Sbjct 33742429 GCGAGCTGCAAATTAGTGATTTTCCTAGAACACTGGCAACACCGCCAAC 33742381



8bp Reverse Complement :

Database: indint_rev_chr2R.fasta
1 sequences; 55,427,671 total letters

Query= IndCh_Astel HiC_cChr2r

Length=55103326

Score
Sequences producing significant alignments: (Bits)
chrzr 202

>chr2r
Length=55427671

Score = 202 bits (189), Expect = 6e-52
Identities = 189/109 (100%), Gaps = 0/109 (08%)
Strand=Plus/Plus

Value

6e-52

Query 21514292 ATTTAAGGTTGACCAATTCCTGAGAAACACGGGTAAGAATATAATCCAATCATATCTTTA 21514351

Sbjct 21685183 ATTTAAGGTTGACCAATTCCTGAGAAACACGGGTAAGAATATAATCCAATCATATCTTTA 21685242

Query 21514352 GCGAGCTGCAAATTAGTGATTTTCCTAGAACACTGGCAACACCGCCAAC 21514400

LUCTEEEETEEEE e e e e e e e e e e e ey
Sbjct 21685243 GCGAGCTGCAAATTAGTGATTTTCCTAGAACACTGGCAACACCGCCAAC 21685291

Supplementary figure 2 : Pairwise alignment using BLASTN showing the validation of 2Rb

breakpoints between the IndCh and IndInt strains.



BLUE COLOR - DALI TEMPLATE

22243211

YELLOW COLOR-QUERY DOMAIN

DALI TEMPLATEID - 127x-W
DOMAIN LENGTH- 226-477 (251)
DALI TEMPLATE LENGTH- 460

The number of structurally equivalent residues
(LALD)-227 aa

¥ ANNOTATION - LRR - Ribonuclease
Inhibitor

* A leucime-rich repeat (LRR) 1s a protemn
Py structural motif that forms an o/p horseshoe
fold. Leucine-rich repeats are frequently
mvolved in the formation of protem-protein
mteractions Leucine-rich repsat motifs have
been identified m a larce number of
functionally unrelated proteins

Ribonuclease ithibitors (RI) or
Ribonuelease/angiogenin inhibitor are a fanuly
of large proteins that bind to and mhibit
ribonucleases.

Supplementary figure 3a : Conserved domain structure of IndInt g22432

922212.t1

DOMAIN 1 389-1021
(635 amino acid)

BLUE COLOR - DALI TEMPLATE
YELLOW COLOR-QUERY DOMAIN
DALI TEMPLATE ID - 4li1-B
DOMAIN LENGTH- 635 AA

LALI- 418 AA

DALI TEMPLATE LENGTH- 425

Function :

RMSD (DALI}) - 2.6

LEUCINE-RICH REPEAT-
CONTAINING G-PROTEIN COUPLED



g22212.t1 DOMAIN 2 ~ 435-932
(497 amino acid)

BLUE COLOR - DALI TEMPLATE

A
]
i% ,f{' YELLOW COLOR-QUERY DOMAIN
s DALI TEMPLATE ID - 4lil-B

5

-J:rf”;" LALI - 414 AA

@ DALI TEMPLATE LENGTH- 425

RMSD (DALI) - 2.5

L

DOMAIN LENGTH- 497 AA

Function :

LEUCINE-RICH REPEAT-CONTAINING G-PROTEIN COUPLED

Supplementary figure 3b : Conserved domain structure of IndInt g22212



g22118.t1
BLUE COLOR - DALI TEMPLATE
YELLOW COLOR-QUERY DOMAIN

DALI TEMPLATE ID - 1JB4-B
DOMAIN LENGTH- 181-347 (167 AA)
DALI TEMPLATE LENGTH-123 AA

The number of structurally equivalent residues (LALI) -
120 AA

RMSD (DALI) - 2.2

ANNOTATION - NTF2

[NTF2 15 a cytosolic protein responsible for nuclear
import of Ran, a small Ras-like GTPase involved in a
number of critical cellular processes, ncluding cell cycle
regulation. chromatin organization during mitosis,
reformation of the nuclear envelope following mitosis, and
controlling the directionality of nucleocytoplasmic
transport]

Supplementary figure 3¢ : Conserved domain structure of IndInt g22118

922089.t1

BLUE COLOR - DALI TEMPLATE
YELLOW COLOR-QUERY DOMAIN

DALI TEMPLATE ID - SMBX-A
DOMAIN LENGTH- 1-508 (508 AA)
DALI TEMPLATE LENGTH- 472 AA

The number  of  structurally  equivalent
residues(LALI)- 433 AA

RMSD (DALI) - 2.4

ANNOTATION-

PEROXISOMAL
NI1-(ACETYL)-SPERMINE/SPERMIDINE
OXIDASE

Supplementary figure 3d : Conserved domain structure of IndInt g22089



g22220.t1
(Domain 3)

BLUE COLOR - DALI TEMPLATE
YELLOW COLOR-QUEERY DOMAIN

DALI TEMPLATE ID - 4J19-B
DOMAIN LENGTH- 975-1042(68 AA)
DALI TEMPLATE LENGTH- 76 AA

The number of structurally equivalent residues(LALI) - 65 AA
RMSD (DALD) - 2.5

ANNOTATION - HOMEOBOX-CONTAINING PROTEIN 1
[Binding to double-stranded telomere-associated DNA]

Supplementary figure 3e : Conserved domain structure of IndInt g22220

g22349.t1

DOMAIN —153-405
(252 AMINO ACIDS)

BLUE COLOUR —DALI TEMPLATE
YELLOW COLOUR — QUERY DOMAIN
DALI TEMPLATE ID - 310P

DOMAIN LENGTH- 252 AA

LALI- 253 AA

DALI TEMPLATE LENGTH- 361 AA

RMSD (DALD - 1.7

FUNCTION - MALATE DEHYDROGENASE

Supplementary figure 3f : Conserved domain structure of IndInt g22349



g23051.t1

DOMAIN —189-468
(279 AMINO ACIDS)

BLUE COLOUR —DALI TEMPLATE
YELLOW COLOUR — QUERY DOMAIN
DALI TEMPLATE ID - 38Z4

DOMAIN LENGTH- 279 AA

LALI-180 AA

DALI TEMPLATE LENGTH- 195 AA

RMSD (DALI) - 2.6

FUNCTION - EXONUCLEASE

Supplementary figure 3g : Conserved domain structure of IndInt g23051

g22565.t1

BLUE COLOR - DALI TEMPLATE

YELLOW COLOR-QUERY
DOMAIN

DALI TEMPLATE NAME - TUMOR
NECROSIS FACTOR-INDUCIBLE
GENE 6 PROTEIN

DAII TEMPLATE ID - 2wno-A
DOMAIN LENGTH - 128 aa
DALI TEMPLATE LENGTH- 119 aa :
LALI-110

RMSD (DALI) - 2.0

Percentage Coverage - 92.4%
Sequence identity - 20%



g22565.t1

BLUE COLOR - DALI TEMPLATE

YELLOW COLOR-QUERY
DOMAIN

DALI TEMPLATE NAME -
COMPLEMENT C1R
SUBCOMPONENT

DALI TEMPLATE ID - 6f1d-A
DOMAIN LENGTH - 158
DAILI TEMPLATE LENGTH- 117 aa

LALI- 112
RMSD (DALI) - 2.5

Percentage Coverage ~ 71%
Sequence identity - 24%

g21982.t1

BLUE COLOR - DALI TEMPLATE

YELLOW COLOR-QUERY DOMAIN
DALI TEMPLATE NAME -
UBIQUITIN

DALI TEMPLATE ID - 2j7q-A
DOMAIN LENGTH - 248
DALI TEMPLATE LENGTH- 232
LALI-177

RMSD (DALI) - 3.1

Percentage Coverage ~ 71.4%
Sequence identity - 24%

Supplementary figure 3i : Conserved domain structure of Indint g21982



g22147.t1

BLUE COLOR - DALI TEMPLATE
YELLOW COLOR-QUERY DOMAIN

DALI TEMPLATE ID - 1y97-B
DOMAIN LENGTH- 1-156 (156)
DALI TEMPLATE LENGTH- 211

The number of structurally equivalent
residues (LALI) - 145 aa

RMSD (DALI) - 1.4

ANNOTATION - TREX2

Exonuclease with a preference for
double-stranded DNA with mismatched 3'
termini. May play a role in DNA repair.
Exonucleolytic cleavage in the 3'- to

5'-phosphates.

Supplementary figure 3j : Conserved domain structure of IndInt g22147

222088.(1

BLUE COLOR - DALI TEMPLATE
YELLOW COLOR-QUERY DOMAIN

DALI TEMPLATE ID - 6FQQ-B
DOMAIN LENGTH- 240-297 (57)
DALI TEMPLATE LENGTH- 61

The number of structurally equivalent
residues (LALI) - 57 aa

RMSD (DALI) - 1.4

ANNOTATION-HOMEOBOX PROTEIN
TGIF1

A member of the three-amino acid loop
extension (TALE) superclass of atypical
homeodomains. TALE homeobox proteins
are  highly  conserved  transcription
regulators. Both TGIF1 and TGIF2 act as
transcription  factors repressing TGF-p
signalling.

Supplementary figure 3k : Conserved domain structure of IndInt g22088

5'-direction  to  vield  nucleoside



822941.¢1

BLUE COLOR - DALI TEMPLATE
YELLOW COLOR-QUERY DOMAIN
DALI TEMPLATE ID - 4ajv-A
DOMAIN LENGTH- 404-517 (113)
DALI TEMPLATE LENGTH- 152

The number of structurally equivalent
residues (LALI) - 106 aa

FMSD (DALI)- 2.1

ANNOTATION - TRANSFORMING
GROWTH FACTOR BETA RECEPTOR
TYPE 3

Transformmg growth factor beta (TGEP)
receptors are single pass serine/threonine
kinase receptors that belong to TGF] receptor
family. TGFp is a growth factor and cytokine
involved in paracrine signalling and can be
found i many different tissue types.

Supplementary figure 31 : Conserved domain structure of IndInt g22941

TMHMM result

g22536.t1

areba iy
S

fanar e e

&
The number of structurally equivalent residues (LALI) - 121
BLUE COLOR - DALI TEMPLATE -

RMSD (DAL - 3.1
YELLOW COLOR-QUERY DOMAIN
, ANNOTATION - Mitofusin
DALI TEMPLATE ID - 6jfm-A MFN2, an outer mitochondrial membrane GTPase, is critical for mitochondrial fusion,
DOMAIN LENGTH- 1-219 219) which in turn affects mitochondrial dynamics, distribution, quality control, and
DALI TEMPLATE LENGTH- 422 function. MFN2 modulates ER—mitochondria tethering.

Supplementary figure 3m : Conserved domain structure of IndInt g22536



G22843

BLUE COLOR - DALI TEMPLATE
YELLOW COLOR-QUERY DOMAIN

DALI TEMPLATE ID - 6FP9

DOMAIN LENGTH- 209 AA

DALI TEMPLATE LENGTH-171 AA
The number of structurally equivalent
residues (LALI) - 168 AA

RMSD (Chimera) - 1.897

ANNOTATION - DARPin

G22150

BLUE COLOR - DALI TEMPLATE
YELLOW COLOR-QUERY DOMAIN

DALI TEMPLATE ID - 5WU1
DOMAIN LENGTH- 727 AA

DALI TEMPLATE LENGTH-493
AA

The number of structurally equivalent
residues (LALI) - 353 AA

RMSD (Chimera) - 2.5

ANNOTATION -

SPECKLE TARGETED
PIPSK1A-REGULATED POLY(A)
POLYMERASE.

Poly(A) polymerase that creates the
3'-poly(A) tail of specific pre-mRNAs

Supplementary figure 30 : Conserved domain structure of IndInt g22150



DOMAINS WHICH DID NOT SUPERIMPOSE
WELL BUT HAVE A FUNCTIONAL
ANNOTATION IN DALI

GENEID - g22118.t11
DOMAIN LENGTH - 1-109(109 AA)

FIRST HIT DALI TEMPLATE PDB ID - TK3R-A
DALITEMPLATE LENGTH- 95 AA

The number of  structurally  equivalent
residues(LALL) - 80 AA

RMSD (DALID) - 3.5

ANNOTATION - INTERFERON INDUCIELE
PROTEIN AIM2

Supplementary figure 3p : DALI functional annotation of IndInt g22118

G22810.1t1 (not superimposed well with template)

DOMAIN 1
246-561
(315 amino acid)

DALI TEMPLATE ID - 7lw7-A (only one hit )
DOMAIN LENGTH- 315 AA

LALT- 80 AA

DALI TEMPLATE LENGTH- 277

RMSD (DALI) - 5.7

Function :

EXONUCLEASEV

The Exonuclease V enzyme is an
ATP-dependent, double-strand DNA
exonuclease.

Supplementary figure 3q : DALI functional annotation of IndInt g22810



g22301.t1 (not superimposed well with template)
DOMAIN 1
21-306
(285 amino acid)

DALITEMPLATEID - 2v71-A
DOMAIN LENGTH- 285 AA

LALI- 156 AA
DALI TEMPLATE LENGTH- 160

RMSD (DALI) - 5.2

Function :

NUCLEAER DISTRIBUTION PROTEIN
NUDE-LIKE 1

It plays a role in multiple processes
including cytoskeletal organization,
cell signaling and neuron migration,
outgrowth and maintenance

Supplementary figure 3r : DALI functional annotation of IndInt g22301
223001 (not superimposed properly) DOMAIN
115-395
(280 amino acid)

DALI TEMPLATE ID - 1xpj-D
DOMAIN LENGTH- 280 AA

LALI-106 AA
DALI TEMPLATE LENGTH- 123

RMSD (DALI) - 2.6

The Hit template is a
HYPOTHETICAL
PROTEIN;

Supplementary figure 3s : DALI functional annotation of IndInt g23001



MODELS WHICH DID NOT FOLD WELL-

MODELS WHICH DID NOT FOLD WELL

g22846.t1(length - 701 AA)

Supplementary figure 3t : Alpha fold predicted structure of IndInt g22846

22224.t1 (LENGTH - 343 AA)

Supplementary figure 3u : Alpha fold predicted structure of IndInt g22224



222323 450 amino acids - very high error plot

Supplementary figure 3v : Alpha fold predicted structure of IndInt g22323

921978.t1

Supplementary figure 3w : Alpha fold predicted structure of IndInt g21978



g22197.t1

Supplementary figure 3x : Alpha fold predicted structure of IndInt g22197

922416.t1

Supplementary figure 3y : Alpha fold predicted structure of Indint g22416



322689.11

Supplementary figure 3z : Alpha fold predicted structure of IndInt g22689

g21989.t1

Supplementary figure 3al : Alpha fold predicted structure of IndInt g21989



g22713.11

Supplementary figure 3a2 : Alpha fold predicted structure of IndInt g22713

923157.t1

Supplementary figure 3a3 : Alpha fold predicted structure of IndInt g23157



g22302.t1

Supplementary figure 3a5 : Alpha fold predicted structure of IndInt g22313



CLUSTAL 0(1.2.4) multiple sequence alignment

AnColuzzii XPO48229266
AnArabiensis XPB40157989
AnGambiae AGAPOA5805
IndInt 22432
AnStephensi XP035917226

AnColuzzii XPO48229266
AnArabiensis_XP40157989
AnGambiae AGAPBEB5805
IndInt_g22432
AnStephensi_ XPB35917226

AnColuzzii XPO48229266
AnArabiensis XPB40157989
AnGambiae AGAPOB58085
IndInt g22432
AnStephensi XP0O35917226

AnColuzzil XPO48229266
AnArabiensis XPO40157989
AnGambiae AGAPEA5805
IndInt g22432
AnStephensi_ XP035917226

AnColuzzii XP048229266
AnArabiensis_XP40157989
AnGambiae AGAPBB5805
IndInt 22432
AnStephensi_ XP035917226

AnColuzzii XPO48229266
AnArabiensis_XP40157989
AnGambiae AGAPBB5805
IndInt 22432
AnStephensi XP035917226

AnColuzzil XPO48229266
AnArabiensis XPB40157989
AnGambiae AGAPOA5805
IndInt 22432
AnStephensi XP035917226

----------------------------------------------- MSDTNLLOLSAAW
............................................... MSDTHNLLOLSAAW
----------------------------------------------- MSDTNLLOLSAAW
----------------------------------------------- MSDTHNLLHLSALW
MFRISHATDSFDPAADVRIIEALKLLHQVOTEPSKGIAQPISCERIKMSDTNLLHLSALW

TOLPRLMVPFDROLSNALRTWAPSWOTQELASETTRELFVELVTFGGVNQCRRFDALARP
ROLPRLMVPFDROLSMALRTWAPSWOTQOLASETTRELFVELVTFGGYNQCRRFDALARP
ROLPRLMVPFDROLSNALRTWAPSWOTOQOLASETTRELFVELVTFGGYNOCRRFDALARP
ROLPHLTSPLERELWNAFREYGPSWOTQQLASETQRELFGELVAFGGRRACRPFDAMVHY
RﬂLPHLTSPLERELHNAFRAYGPSWQTQQLASETDRELFVELUﬁFGGRRT{RPFDAMUHU

EE s 2] ‘1 * J’ * kEek 0 EEEEEE i‘l‘lii ‘l ok kkk s kkE O

VINDHGEGVVPPRLSTIVVOFLVTRYDGGPEPTALSCCOVRDFGCLLSTELPLLEIVDLE
VINDHGEGVVPARLSTIVVOFLVARYDGGPEPAALSCCOVREFGCLLSTELPLLEIVDLE
VINDHGEGVVPPRLSTIVVOFLVTRYDGGPEPTALSCCOVREFGCLLSTELPLLEIVDLE
- -TDDIVQDVPKRLSTLVLEFLVASFDGGPEPGPLNCCOQVREFGSLLSTELPLIKVIELE
--TDDIVDDVPKRLSTL?LEFLvUSFDGGPEPGPLSEEDUREFGSLLSTELPLIKVIELE

K OREEE e E e R - WK R REEEEEEE W

SETYWRRVVWCYTDEPLSYYEHDYL TPHRFWKOHGVELKLARMIEQQDPMYWELEGLEDT
SETYWRRVVWCYADEPLSYYEHDYLTPRRFWKQHGIELKLARMIEQODPYVYWELEGLEDT
SETYWRRVVWCYADEPLSYYEHDHL TPREFWKOHGVELKLARMIEQQDPVYWELEGLEDT
SETYWRRVVWCYSNDSLSYHELDYLSPRRFWKQQGIELKLARMIEQODPOYWELEGLEET
SETYWRRVVWCYSNDSLSYHELDYLSPRRFWKOQQGIELKLARMIEQQDPHYWELEGLEET

kR Rk e kRE ek KakakaE wokkok kR Rk kR R R R REEEEE T AL

IKRAASFVNNLVVOOLRPYAMVEPLEDYEAYTIRNAPADLCHHGSLAVLGHLVNLTSLSL
IKRAAPFVNNLVVQOLRPYAMVEPLEDYEAYTIRNAPADLCHHGSLAVLGHLVNLTSLSL
IKRAAPFVNNLVVQOLRPYAMVEFLEDYEAYTIRNAPADLCOHGSLAVLGHLVNLTSLSL
IKKAAPFVDTLYVEQLOPLPTVEPIEDYEEYHIRNAPDELCNHGSLATLGHLVNLTSLSL
IKRAAPFVDTLYIEQLQPHPTVEPIEDYEEYHIRNAPDELCNHGSLATLGHLVNLTSLSL

kk ook kK ok sekkak ks EEEE * okokkdkk akk e kERRE kR R EEEEE o

VFGVKHWTKAYQTRYSQCSQTDIEQLGMGLOKLVKLKKFNISHTRLNASKLKALLESLTP
MFGVKHWTKAYQTRYSHCSQTDIEQLGMGLOKLVKLKKFNLSHTRLNASKLKPLLESLTP
VFGVKHWNEAYQTRYSHCSOQTDIEQLGMGLOKLVKLKKFNLSHTRLNASKLKALLESLTP
VFGVKHWTKPYQNRFSSCSLADIENLGOGLOKLHRLKKFTLSHTOLNSAKLKILLEFLTP
VFGVKHWIKPYOQNRFSSCSLADIENLGOGLOKLHRLKKFTLSHTOLNSAKLKILLEFLTP

THEEEEE K N Kk KR W EE EHEEE HNNE KRR R WEE R EE T

LGLEAIRLTHCHLGEGCGGPLGRFLSRFGPTLKQLDLSNNRLDAPELDOQLCPGLSIYQGT
LGLETIRLTHCHLGEGCGGPLGRFLSRFGPTLKQLDLSNNRLDAPELDOLCPGLSIYQGT
LGLETIRLTHCHLGEGCGGPLGRFLSRFGPTLKQLDLSNNRLDAPELDOLCPGLSIYQGK
LELETIRLTHCOLAAGCGATLGRFLSRFQPTLTOLDLSHNRLDAPELDOLCPGLSVYRGY
LELETIRLTHCGLAAGEGAILGRFLSRFQPTLTHLDLSHNRLD&PELDQLCPGLSNYRGH

B dokadkkkERE sk kEE REEEEEEE wokk ok s R R R R

33
33
131
178

193
193
193
191

38

253
253
253
251
208

313
313
2373
ol

358

373
373
ﬂ?ﬁ
371
418



AnColuzzii XPD40229266
AnArabiensis_XP048157989
AnGambiae AGAPOO5865
IndInt g22432
AnStephensi XP035917226

AnColuzzii XP040229266
AnArabiensis_ XP048157989
AnGambiae AGAPOO5885
IndInt 22432
AnStephensi XP035917226

AnColuzzii XP040229266
AnArabiensis XP0O40157989
AnGambiae AGAPOO5885
IndInt g22432
AnStephensi XP035917226

AnColuzzii_ XPD40229266
AnArabiensis XP0O48157989
AnGambiae AGAPOO5805
IndInt g22432
AnStephensi_ XP035917226

AnColuzzii XPD40229266
AnArabiensis_XP048157989
AnGambiae AGAPOO5805
IndInt_g22432
AnStephensi_ XP035917226

AnColuzzii XPD40229266
AnArabiensis_XP048157989
AnGambiae AGAPOO5865
IndInt g22432
AnStephensi XP035917226

LDKLNLSYNPIGEAGYLILGGAIKGRAQLSELHFTGCPMGVEGSFRVIQLLSFHETLREY
LDKLNLSYNPIGEAGYLILGGAIKGRAQLSELHFTGCPMGVEGSFRVIQLLSFHETLREY
LDKLNLSYNPIGOQAGYLILGGATKGRAQLSELNFTGCPLGVEGSFRVIQLLSFHETLREY
VDRLDLSYNPIGEAGYLILGGAIKGRTOLSELNFTGCOMGYEGSFRL - - - LSFHVTLREV
VDRLDLSYNPIGEAGYVLILGGAIKGRTOQLSELNFTGCQMGYEGSFRVIQLLSFHVTLRKI

ok ok ook ok ok ok e ok ok ke ok Rk R R e Hokdk o kR ckkkREEE.  EEEE e ok ke

SLNCVPISPEGGDKLVOVLLENNRIEEVOVRDCGLTERVRSKIGKILRKNASTRHOSRRS
SLNCVPISPEGGDKLVQVLLENNRIEEVQVRDCGLTERVRARIGKILRENANARHRSRRS
SLNCVPISPEGGDKLVQVLLENNRIEEVHVRDCGLTERVRVRIGKILRENANARHRSRRS
SLNCVPISLEGGAKLVOQVLOENIRIEDVQVROCGLPDELLVKPHIIFANPDYRASSSGDT
SLNCVPISLEGGAKLVQVLQENIRIEDVOQVROCGLPDELLVKVRKILRENAKIRDOLR -5

EREREERE KRR KRR REEE EE SRR HEekEE e . .

DGKVATPPMVRSPAT------------------- MFOLEROVFPYOS- - - - - - - === - -

DGKVATPPMVRSPAS - -------------- - - MFOLEROQVFPYQS- - - - - - === - -
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Supplementary figure 4a : MSA for IndInt gene g22432.t1 across other Anopheles species

shows high conserved homology.



CLUSTAL 0(1.2.4) multiple sequence alignment
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Supplementary figure 4b : MSA for IndInt gene g2221 2. t1 across other Anopheles species

shows high conserved homology.
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Supplementary figure 5: (a) transmembrane prediction for eiger (b) transmembrane domain

prediction for wengen (c) transmembrane prediction of grnd (d) signal peptide prediction for

grnd.
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# WEBSEQUENCE Length: 475
# WEBSEQUENCE Number of predicted TMHs: 0
# WEBSEQUENCE Exp number of AAs in TMHs: 0.00271
# WEBSEQUENCE Exp number, first 60 AAs: 0
# WEBSEQUENCE Total prob of N-in: 0.02124
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An. gambiae:

# AGAP006771-PA
# AGAP006771-PA
# AGAP006771-PA
# AGAP006771-PA
# AGAP006771-PA
# AGAP006771-PA
AGAP006771-PA
AGAP006771-PA
AGAP006771-PA

Length: 544

Number of predicted TMHs: 1

Exp number of AAs in TMHs: 22.71772
Exp number, first 60 AAs: 22.71771

Total prob of N-in: 0.99203
POSSIBLE N-term signal sequence
TMHMM2 . 0 inside 1 32
TMHMM2 .0 TMhelix 33 55
TMHMM2 . 0 outside 56 544

TMHMM posterior probabilities for AGAPO06771-PA

probability

T T T T T

100 200 300 400 500

transmembrane inside outside

Supplementary figure 6: TmHMM analysis of the eiger gene in the UCI and STE? strains
and the An. gambiae PEST strain, respectively.



anmharulwin:! protein LOC123512225 isoform X1 [Portunus trituberculatus]

Suncharacterized protein LOCI23512225 isoform X2 [Portunus trituberculatus]
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Supplementary figure 7: BLAST result of eiger-wengen-grnd proteins from Indint against

NR-protein database at NCBI suggesting diversity in eiger gene across vectors across
arthopods.
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>ANSTEP-UCI_TRAN 00009302-RA protein Name:"Similar to litaf
Lipopolysaccharide-induced tumor necrosis factor-alpha factor
homolog (Xenopus tropicalis OX=8364)" AED:0.00 eAED:0.00
QT:437|111]110]/0.33]3]1007]126
MTKDGPPPYGFVAPPSAPPSYAQAVGGVPPSSPEFTPOQOPVLTSAQIVTTVVPIGPQSTHMVCPSCH
SEVVTKTTTSPGMIAYVSGFLIALFGCWLGCCLIPCCIDECMDVHHTCPHCKAYLGRHRR

>ANSTEP-UCI_TRAN 00010133-RB protein Name:"Similar to Litaf
Lipopolysaccharide-induced tumor necrosis factor-alpha factor
homolog (Mus musculus 0X=10090)" AED:0.14 eAED:0.14
QT:206]1]11]1]10.66]/0.5|4]598]158
MNPSGKGSGPEGFQAQPLNQPPYPAQSPPYPGOMPAATGGYPHPSANVPNYAHPPPPPPYDANSNV
IPPPONAGTTYVQVVTSPQVGPDPASMVCPSCTKHVITRLDYETSTKTHIAAGLLCLEFICWPCEWI
PYTIDSCKNANHYCPNCGAYIGTYRG

>ANSTEP-UCI_TRAN 00010132-RB protein Name:"Similar to Litaf
Lipopolysaccharide-induced tumor  necrosis factor-alpha factor
homolog (Mus musculus 0X=10090) " AED:0.01 eAED:0.01
QI:206]|0.5|0.66(1|1|1]3]|787|124
MDPPPYDQINRPVPAAYPHQOTPTADPFKSASLHTQEPPSLOTTVIVTSPQVGPDPTTITICPSCRA
TVVTRLEYETTTKTHLCAGLLCLFLCWPCAFVPYCSTACRDANHYCPNCGSFIGTYRK

>ANSTEP-UCI_TRAN 00010131-RA protein Name:"Similar to FV3-075L
Uncharacterized protein O075L (Frog virus 3 (isolate Goorha)
0X=654924)" AED:0.00 eAED:0.00 QI:483|1]1|1]1|1|2|936]|82
MTTIIVTNPQVGPDPMTITCPSCRATVRTKVKHESTTSTHACALLLWIVCWPCLCLPYCC
NSCRDANHYCPRCNTFLGSYKH

Supplementary text 1: FASTA sequences of the LITAF genes from
the UCI strain

>g6300 ADAM17 TACE IndInt
MSLPSIMLTVVLVVSFAVLIVPLQGQLHKNLKYYETLHAKDLSHRIEKRGTKHSTHPFNT IKEVEF
KVLGRKFRLILHPHASVLHSNFRAYSVDGNGSESTVHLDRSNFFKGRVFGEMESHVNAHT DDGVMT
ASVVLPDETYHIEPSWRHLPHLSDKHMIAYRTSDIKFSWDQVDAISGDLGVPRTCGYVKEGLELEG
QPDDGDEAADGGQAFADGGVDAYENDRDPTPETVWHAEDSQDARKSRRKRQADQYEYTPTKTRCPL
LLVADYRFFQEMGGSNTKTTINYLVRAPPPTGSFGAPFVVPFSNRFLPFYQISLIDRVHKIYNDT T
WQDRSDQEGFKGMGFVIKKIVVHSEPTRVRGGEAHYNMVREKWDVRNLLEVFSREY SHKDFCLAHL
FTDLKFEGGILGLAYVGSPRRNSVGGICTPEYFKNGYTLYLNSGLSSSRNHYGQRVITREADLVTA
HEFGHNWGSEHDPDIPECSPSASQGGSFLMYTYSVSGYDVNNKKFSPCSLRSTRKVLOAKSGRCE'S
EPEESFCGNLRVEGDEQCDAGLLGTEDNDACCDKNCKLRRNQGAVCSDKNSPCCONCQYMMAGVKC
REAQYATCEQEARCTGNHAECPKSPPMSDGTMCQERGQCRNGKCVPYCETQGLOSCMCDI TADACK
RCCRQSINETCFPVEPPDVLPDGTPCIQGFCNKGMCEKTIQDVVERFWDI IEEININKVLRFLRDN
TVMAVVMLTALFWIPVSCVIAYFDRKKRKEDWKEYEWSQKLDLTHPSDRRRVIHTRVPROKITVAR
M



>g22826_Eiger IndInt
MTAETLKPFLNLPNATANDLKAHCAQRSTVKRGLVALGCILAAALCCGLIGVQIWHLNKTAILOQE
VDDLKLQLYLRAREFTDYEASASARPSSLTITTPDRMIMCADGVRRTPVESQRDLFMMGLVDACKN
IQTLVSLICPSEFDNELFDSPDEYVYEPEDLDPDVSDDGHREQETNESGLSSSGMQGDDLELDDSEE
KENLGIEDLRETNDDDDDDDDITIIDDRVDIGVPAGGKRRARSISGVTRQGVPIVDEPYVPRRNRTR
HPHRIFEQLROQRPEELVTPPTSAEMFRWDVDSRKTSHTAARHQSYGSISIRPYQHEAHSLREHHST
TPMPVAYRSHGGVRHHSRNELHAGNPTKPPAQILNRMSRVOATGDSMRKOLOQTQRFPKVVGNPGT
QKEIVMAPESRVRLRORKGGAVQPAEPVAKGVHLVELSTMDAVHSDSRYQEWSANDNASKQATQSS
SFAFDGERLTVNEPGLYYVYAQVTYSNEFEANGYKVLINGRKHLSCTVNTAQOGENTNTCEFTAGLA
ETAHAGTTIAVEDVAHGRQHVMYPEKTFFGAFKIGRLAAPTVTHRRARKVA

>gll29 Wengen IndInt
MTHVPDIRCGMAQVGRRRSHPRTGRGVIPTTTLVLLATILLQLMDLGDGPGGGRSMLVRAACESRKS
WWDPTLGECAPCLICADHQVVLRPCODYMNTVCGTMKDLTASVSRPYPHLPEGNGNGIGSVGRTRA
HHWKEERRKEGDGVEGYRRVVPAISTEETILWDWQVASLLIATIIGCLLFLLAAGCVALNQSRQWRRI
EKHFDAAQNISKPINNERAPYGILAVGFAVVDMEALSAQLVNHLASMOHLESGPILLENEFDHGRLR
TTGHHPTIEVRCVYLDQLLDEKCSQKAHSVQPTAGNLYIEESIDTPRLOSPIPSARSPPPPPISLIR
HY

>gl8030_Grnd IndInt
MTVRWTSSVLVPVVILVAWSIPSAFGCTRKCDRFEYCDENSNACRNCSALCEKDEYSCYHKCQTLR
ONITTLOQESVLTMKTIVLVESVVAFVLICTALALLIKKYVHCIREFCRWRPONKNTTTPPVAYTHE
NPNTKSPKTVPKNGANGPKQOTSTSVSIYPETEVDHSVQTGTTSISHRYPAEDSTESYSYDNAACNV
TPTSNNPMPKF

>g5130_TRAF2 IndInt
MSRPVKREVSAEENCLQSAAKVDDDLLEARYECPICSCWLNEPILTKCGHREFCRKCITDWLNGKNS
ICPLDNEPLDIKCDIFPDNCTRREISQIKKPCPNSIRGCVDQFSPTEIDSHLRQCPFAMSRQSQPC
PFARIKCKFIASDEDALNAHTIASDCQOHLOLLLETYTGSNDRYKFWDPPAKNSVPEMSTNELVRSM
YERIVILEQEVHILGIKLSKQELOQLTKINQEVDPRYSGGVLLWKLEDFSNKIDSMVANSNCMEYSG
QAYTSPHGYKFCARINVSPRTKDSIGLHVHLMOSENDYHLEWPFKGRIKITLLNVRSPELSQHDTI
MSKPEILAFHRPHODISPRGFGFLEFAKIKEILAKFADNNTVVLKIQMNIV

>gl13550_TAB2 IndInt

MCSDLGRYDYQFSTIRLRVATAKGAAVRTNCGWLREENERTENRESERSDEAEFDDRTVLRCDGEKK
DDFVSGYQGVWWWELQTPAIPSTTQSNNTQHYYDEPATAVEFTSNSSAATSGSGSNAADSSSILKQR
ATCACSNISIMQLFHEMKOKYPTVPDTVVSELVTONCHDRPACIGKLEEAVLGTPAQTTYPSQSIH
SGSLKRRSGDRKLAGNRSDGSNSYSSSNSSSNSSRESSVDSSRLOSASYPTTHQQQQQQGVPTTGG
GTGYSDNRFIGESRISSSCANRPTTLAVRPAAAGTGVGNFGATPPPPPMRPNRIAPPCPPNNVPLG
TSTITTTTTASSSTELGETVNLQVNVTVSPKAGGPMIAGQRHTSTISLOQPEPPYSRELAQVSSTES
GGNPLVMGSPTAGTVAGSTPGGSSRTGSASVGIGAGGNGGRSSTSVNLTLRQPTDGRPRTPIHIHA
SPLKYTAKNFNAQSGIQSKLEVTFRDGEFGSEFSAMRAQVPGYEPQREMMASPQQPEREPCAVALPDG
HSGWYQSPSSAGSRVPYGGLSGFPPPLSSSSPLPNLAAHQMVSSRGMNGQSLFADGQLENDRLTKE
MRYONFVVAEMAVSQOLEQKQRLSLEVERKRTQFESICREIFVLOQOPLRFIDAELLDREVLVLAAE
VEQLQKEVDSCDEEEARIQAAAAAAATGSSITDGLSALSVEGGSPLMLPPSMVSGASGGGTVVNRP
PRPPRPPPPRAPTQSPSRGSSGSVTPSTPHLAPSLAVIGGTSSPVPTPTSSVSSSCSTSSSFQSNG
GGVGDPTAPNRLQPSATTGPNQPWTCSLCTFOQNHELMPACEVCSLPKASGSRTAVAAPMTNSNPAF



AVAGDVRDGVGGSPHAAGVLLRRQHHLSVDTGVAAAAAAAAAARAAAAVVGASVAGPSTAPPYPGVA
EMPPPTFASLTTGHTSTSMPLQPIPLSHGQQOQOOQQOOQOQQOQOPTOTVQOOOSQOSNPPPPLONAQYQK
SSTEC

>Intsfg5795_ Hep IndInt
MSDDQSSLSSPATTPSSARPFMPLPLELNGERRKPSKKLSFQGCQGGQAPMIPDPTRERIRMQAAA
GKLOIAPNQTYDFTSDDLLDEGEIGRGAFGAVNRMKFTHTGTVMAVKRIRSTVDEKEQKQLLMDLE
VVMKSNDCNTIVTFYGALFKEGDCWICMELMDTSLDKEFYKFICECQQSRIPEPILAQITFATVRAL
NYLKEELNITHRDVKPSNILLKRNGDIKLCDFGISGQLVDSTIARTKDAGCRPYMAPERIDPQRAKG
YDVRSDVWSLGITLMEVATGKEPYPKWGSVEEQLSQVVEGDPPRLCTTYNGMEFSIDEVNEVNTCL
IKEERDRPKYGKLLOQHAFIQHAEKSDTDVAAYVSEVLESMANNGITQFTTNLPAEGWNESEN

>g5319 MKK4 IndInt
MSDDQSSLSSPATTPSSARPFMPLPLELNGERRKPSKKLSFQGCQGGQAPMIPDPTRERIRMQAAA
GKLOIAPNQTYDFTSDDLLDEGEIGRGAFGAVNRMKFTHTGTVMAVKRIRSTVDEKEQKQLLMDLE
VVMKSNDCNTIVTFYGALFKEGDCWICMELMDTSLDKEFYKFICECQOSRIPEPILAQITFATVRAL
NYLKEELNITHRDVKPSNILLKRNGDIKLCDFGISGQLVDSIARTKDAGCRPYMAPERIDPQRAKG
YDVRSDVWSLGITLMEVATGKFPYPKWGSVFEQLSQVVEGDPPRLCTTYNGMEFSIDFVNEVNTCL
IKEERDRPKYGKLLOHAFIQHAEKSDTDVAAYVSEVLESMANNGITQFTTNLPAEGWNESEN

>Intsfgll051 PI3K IndInt
MKQEQTNTTMKRTAHSTLPGNDPSWQVPHRIYLQOQOHQQOHLHQQOQOQOPMOORPLEFDYEFWKNPDE
LTELHFLMPNGVMITMCIPIHITLEELKTDVWEEAERYPLYCHLGDKNKYCFSTLASGRTNCNTTH
ENEATRLMDVQPALGILRFVERTNVSEDTKLMENISILLDSKLPMKTLVNPEVNDFRAKMSLLSEE
IGSRRAAMTRMERIAYQYPAKLVSGSHVPDQISRRLANVDGHFCVVAISTDMQVTVKVPCRATPDE
VLNRILEKKRISMKARMDNSSDEFILKVCGREEYIYGAYPMISEFQYVQODCLSRDETPTEFVPRLVRSV
EVFKNDIYDARDDFTQWSSTTATTNTTSSALVSTSSSVSTMSLVSVGKHNSSIASTGSSSVYSSSS
OSQOSHTLRKVKYVTSWEVDTKLOCTVQEIRGLNIESDKELGVQLGLFHGGKSLCKTARTRTVTVN
SGKAVWNETICEFDINVSNVPRMARLCLVVYENMRTTKSTGIRTRRTKDGLINPIAWVNTMVEDYKN
QLKSDSVTLYTWDYAEDAQSEDILHPLGTVEPNPNRDNNMFVSMLLSFGPYGPEGRIIVYPGEEEL
LAHAAKMSHRNEHLNRESAEDTRSIKAIMSAYMYNDRLNDIHEQDRNAIWAKRRECMLOMPQOGLPC
LLYCVEWNNRDEVSEIVSLLOEWPKLLIERALELLDYAYADKYVRRYAVDCLRTIEDDELLLYLLQ
LVOALKHESYLNCDLVYFLLORALHNQHIGHYLFWHLRSELSVPSVQVRFGLILEAYLLGSPEHVG
VLLKOMQCLRYLQICSDNVKKGSKEKGRALLMEQLAKEGHLTSDLISPLNPSFRCKAVRTERCKVM
DSKMRPLWIVYENSDPNGDDIHMIFKNGDDLRODMLTLOMLRIMDRIWKSHGFDFRMNPYSCISTD
HKLGLIEVVLNAETIANIQKERGMFSATSPFKKGSLLAWLREHNNTDELLAKAIQEFTLSCAGYCV
ATYVLGVADRHSDNIMVKKTGQLFHIDFGHILGHFKEKFGFRRERVPFVLTHDEFVYVINNGRTDRE
AQEFCHFQTLCEEAFLILRQHGCLILSLEFSMMISTGLPELSSEKDLNYLRETLVLDKTEEEARTHE
KHKFSEALANSWKTSLNWASHNESKNNRQ

>gl7575 NIK Brun IndInt

MLSQGPGDPIMAHPDYEQHHYHHGCLLILVRGIGSSKPRSLORVFERVORVNNVKIPADSTGTPRD
IWVRYIRDHPVENNDWGDFQTHRRLLGLITVGKFEAQSELNELCRVHESLKVKYTHTLSRCLLFEGP
STDELOQKLNGAAAGTAVAPDGGSKATLEKCFQTPSNFKSRAFFYPENDPCSNLETKISEFITSIYY
ILELKRMEKTREKLEKAPLLLAPFEKKDFVGLDLESRNNKKRCIGRMTKHLGDLTLQAGLVAESLN
FFHAASETLRAISDSLWLGAANEGLCAASAILLYPNFRYTMSIQRNSSLOENSSSPOKFNLARNQL
YTGSYNGADSSTLKHKKSDMVINLSASDTATILGADKTSASSNSSASSISSSLSSGSGGSGTASGS
SSSDSGTLVNRAGSGVAAKFPSNILQPDEITVRYRDAIINYSKYRNAGITIETEAALKAARICIEQG



KNLDVAMFLONVLYINLNMTEQQRVRRFEVLTDLYQKIGYNRKAAFCQRLAAWRHVAQSNSNPDWG
QOSYRLMLESFSGHKLSLEPNEVLENNMGWPVLOIDLLOOLVGTARRLGOSALATRHMTFLLOTMWK
HLTAQEQREMALQLONLSAQCEGAPVPLVLENGIVIPPANLTDLPHCSQLLVKDLAPHLKPVKIVV
NKVDSGPFLFTPIHFSSLDRRGIEKDDSKITEFNWVQHDVCEVSVSLMNPLPFELQVTDMRLLTTGV
VFEAFPQTVTLOPNVSTNVSLHGTSIECGELEIQGYSTHTLGVKSNCRLKHMLHRRERHLPPCYKV
KVIPALPKLETKTSLPQTATEFSGMPNADFVTTSASITLYNGERGECTITLTNSSNIPIEYVDATFH
STLEASLQSRIFQLATDELHRKLPIQPNASIDFKLVIFGEADFLGALTAGPGQTAGYSLPHNPDGM
NSAGPOSLTVSHGGGGGPLGGGMLSAGGGSGNPSIPSRISSPTNTHRRNELLTSSFRSSHSGHSSL
ATLSVGISTGHVPROLDAQLRFKYSGGEGLOEGFCRQCAISEFNVELLPSAQITNWDVLSAEIPSQF
YLVLDVVNLTAQEMSLNYTSNKTILIEAKESCRVPVPVOQRCPLERIFAAVAEHQQOHHNHLHQHHH
HHSIGSGSADHHNMPSILSGGAGTSTSDSSDLTERVCSEHISENVNLKWSLPGIDCHGTASLRGIT
LSPAMLDLVTVPPLEWEVKVDDQVVAPQSEVTCVITGQFLSESISICNLSASVLHQVQLSVQEYQDY
ONGVONYRLETRVTMSGPNHILIPSLNKDEKAFHKCSVLEET

>g8096_AIP1 IndInt
MHPERNPDALAKLHKNGFEKVEIAVYNVLAREFIYATLPRTQRGQPIVLGGDPKGKNFLYTNGHSV
IIRNIDNPEIADIYTEHSCAVNVAKYSPSGFYIASGDQSGKIRIWDTVNKEHILKNEFQPIGGPIK
DISWSPDSQRIVIVGEGRERFGHVFMAETGTSVGEISGQSKPINSCDFRPARPFRIITGSEDNTIG
VFEGPPFKFKMTKQDHTRFVOAVRYSPSGHLFASAGFDGKVEMYDGTTSELVGEVGSPAHSGGVYG
VAWKPDGTQLLTCSGDKSCKLWDVETRTLISEFPMGSTVDDQQVSCLWQGNHILSVSLSGFINYLD
VNNPTKPLRVVKGHNKPITVLTLSDDRSTIYTGSHDGAVTNWNSGSGTNDRVAGVGHGNQINDIRA
AGDFVYTAGIDDSIKQISVEGNTYTGVDSKLACQPRGMDILKESNTIVVGCVKDITVLQDNRKVSS
VPISYESSSVSINPETMDVAVGGDDSKVHVYTLHEGQLTHKLDLEHLGPVTDVRYSPDNKLLVACD
ANRKVILYSVAEYKPPHNKEWGFHNARVNCVAFSPNSELVASGSLDTTIIIWFVNKPAQHTIIKNA
HPQSQITGLVWLDNETLISTGODCNTKVWNIENVA

>g24355 IAP IndInt
MDHQYDKGSLLLCLATFVHKLTIVFHWTQONYLKVLALARVQQRKAGGEVVSSSESAAPSSTPKAPG
DADDDMREMAHALSLPAPIDLPDNKQKDDDLACMSPEYFHIEENRLRTFGRWPVAFISPNVLARYG
FFFVGTDDTVKCYFCRVEIGLWEPQDDVIQEHLRWSPFCPLLKKRPTNNVPLNANYLDAVPEPSYD
TCGISVRQHSYAENVNDRARPDLDRMSGDSWSGASDISLSSSGSSSHNGGDAEPMSGVSGLSSGGG
GVGGGGGLOODRASMTAAEWNNGVLMGEHSLMRRPEYPNYAIEADRLKTYEDWPTSLKQKPQQLSD
AGFFYTGKSDRVKCFSCGGGLKDWEQDDEPWEQHAIWYSNCHYLQLMKGREFIEKCNELKEAAASA
TSGTSSSMSSASSQPSTSGISSASSSVMSTSPASSSGEFSSPTPAADEERTLRCTDHYSSGSDEGGE
DDAGHNRKVPSDGKICKICEFVNEYNTAFMPCGHVVACAKCASSVNKCPLCQQPFINVLRLYLS

>gl7640_JNK IndInt
MSSRHAFYTVEVGDTKFTILKRYQONLKPIGSGAQGIVCHTKAKDRTKPLTKEPRQGQOPPPQQOOQOOOQ
QHTVANMNRRANNYVRVQEFGDTEFEVPDRYINLEAKGEFGAQGTVCAAYDTVTQONVAIKKLSRPEQ
NVTHAKRAYREFKLMKLVNHKNIIGLLNAFTPQRTLEEFQDVYLVMELMDANLCQVIQMDLDHERM
SYLLYQOMLCGIKHLHSAGITHRDLKPSNIVVKSDCTLKILDFGLARTAGTTFMMTPYVVTRYYRAP
EVILGMGYKENVDIWSVGCIMGEMIRGGVLFPGTDHIDQWNKIIEQLGTPSQSEFMARLQPTVRNYV
ENRPRYTGYPFDRLFPDVLEFPTDSNEHNRLKASQARDLLSRMLVVDPEHRISVDQALVHSYINVWY
DESEVNAPAPGPYDHSVDEREHTVEQWKELIYQEVMEYEARNNLADATDEAMAAAAEAAEASSTTA
AAAAAAEDLQPPSEEPPDAMSPAEE

>gl1102 p38 Bsk IndInt



MANFYRTEINKTEWEVPDKYQALTPVGSGAYGQVCSAMDTVHNVKVAIKKLARPFOSAVHAKRTYR
ELRMLKHMNHENIIGLLDVFHPGDNKLESEFQQOQVYLVTHLMGADLNNIIRTQRLSDEHVQFLVYQIL
RGLKYIHSAGITHRDLKPSNIAVNEDCELKILDFGLARPTENEMTGYVATRWYRAPEIMLNWMHYN
QTVDIWSVGCIMAELLTGRTLFPGTDHIHQLNLIMEILGTPNDEFMAKISSESARHYIKSLPKTEK
RNEFSDVFRGANPLAIDLLEKMLELDADKRITAEQALAHPYLEKYADPSDEPTSSLYDQSFEDMDLP
VERWKELVFKEVLNFVPOQOHAHIGGEPQA

>g21984 AKT IndInt
MTATDNTVREFSDHTLDKATKAKVTLENYYSNLITQHGERKQROAKLEASLKDETLSESQRQEKRMQ
HAQKETEFLRLKRSRLGVEDFEALKVIGRGAFGEVRLVQKKDTGHVYAMKVLRKADMLEKEQVAHV
RAERDVLVEADHQWVVKMYYSFQODSVNLYLIMEFLPGGDMMTLLMKKDTLSEECTQFYIVETALAT
DSIHRLGFIHRDIKPDNLLLDARGHLKLSDFGLCTGLKKSHRTDFYRDLSQAKPSDEFIGTCASPMD
SKRRAESWKRNRRALAYSTVGTPDYIAPEVFLOTGYGPACDWWSLGVIMYEMLMGYPPFCSDNPQD
TYRKVMNWRETLIFPPETPISEEARDTIVKFCCEAERRLGSQRGIEDLKLVQFFRGVDWEHIRERP
AATPVEVRSIDDTSNEDEFPDVALEIPAHPQPEGEVLKDWVEFINYTFRRFESLTQRARAADTEAKQ
QOQQHIVSPNPOSTDRPTNGMMAQDRVTG

>gl7088 IKK IndInt
MSGLHSATFIVRGCAVNRLNIAQPAAFFRYIKTQLSVLCALLOQESNRGVSLLVNVLANMIKPFEDP
PLIGDWCREKRLGNGGFGVVSLWRNKQTQOAVAIKKFHILODRSEITDKHCERWRNEVKLMTETVQ
NENIVRTVNVQPTSFIQELLRSSANGLPVLCMEYCEGGDLRRVLNRVENCSGLREQDVRDVLRSLR
NAVAYLHSLKITHRDIKPENLVLKOQQGERFIYKADLGYAKALDKQSLNASLVGTVEYIAPDLIYCD
RYNCSVDYWSMGVIGYEIITGVRPFIPHAPITRWMMHVOQOKKSADIATITEDNRENYTYHTDIFPEN
HISDCLRKELESWEFRLALEWNPKKRGYVPYTKAEPSLANGENGTKGVKQTEDNKPSTVLKIEFSLLD
QILEKRILVLFSLYDCRWIDLEVTPETGMETLRDHVYRVTGIPVDDIEFVLPLEQKQPAVGNDTRP
YDLYLPDFYGKPMVYVVHRGSRDSIVORDLKPRIPKSITDVFONIKVKLKPHMLROQFIANSYYFTIA
QEQRLYGQVLDGIRNYGLMLNDNIARRKDEIGRMNKIVYAILGGVEYHKLTVCHARDALNVERRIP
SATFEMASKRWIENGARIESNVRKLAEMADTITKRYESVLKRSRDALRHALLHPQLDQHDTEFGLRN
VECRYEQTRARLMEKILNEKSHMDMSQAVYECLKQRDVLLRELGFLELQOQQILDVRREIQEIEKVV
CKVIDVTEKYKRDLARLKLEHQDEVWKMLSDYGRSAAAGSCENGVVHLDNILPLGVAHTDPPVINK
PNFLVGGPTTPQLOSTVSNESEFDANQVCCLGYTDPNVEDLTIAANETLTIHTTTDLLSNSFSLLKLAD
GAE

>gl3192 Caspasel IndInt
MEEFALSASLRHSTDELDANAVNRSTNSATIPSALSTSNDVTAQGSDHYDTSHPRRGIALITINQVNF
KDLRKRDGSDKDRDCISAALOGIGFEIRTLDDPNRKELLAMLEKVANEDHSQHDCLVVVVMTHGKE
NNFLYARDKSYEADRLWEPFLGNACPSLRGKPKLFEFVQACRGKQLDQGVRLVNMSIDENVSVDSVP
EPVSYVIPTMADLLVMYSTYDGHYSWRNPVNGSWEFIQSLSIVLTATAHREELLHILTAVSRRVAFH
YOSDVPONVKMDAMKQOMPCIVSMLTKLLYFPKKS

>g22865 NFkB IndInt
MSLDHCSIALDVLLLQLQOQOOOQOQQQPPPRLDVPYSLOQTEQQQQLLGASPNQYTILSMDAPSAAAA
VVSVGDYTLGSSRSYASALSPSSSSASPSSPSSVASPNSRASNMSPOSSASDHSASYTLONLNLSS
STSSMGYPGMSYQQOOOQHQPOHOQHHQOOHQOHHOQQQHQOQIQPOQOHYYAPQLLNLDQEHLQTAS
FSYTTSSNEAFASPDADYGKPHLVILEQPVDKFRFRYQSEMHGTHGSLMGSRTEKSKKTFPTVELR
GYSGEAKVRCSLYQVDPQRRAPHSHHLVIKSGELDLIDPHDLDVGGPTGESSDGGGGGGGGGSYVA
TFOQGMGITHTAKKFIAEELYKKLRKHRLCELNREPTEREEQQOMOKDATVMARTMNLNQVCLCEFQAY
RVEPGTGRWVPICEPVYSNAINNMKSALTGELKICRLSTTVSGVDGGEEVEFMFVEKVCKNNIKIRF



YELDEYDQEVWQEMAIFSEADVHHQYATAFKTPPYRNKDITEPVEVHMQLYRPRDRCQSEPVLEKY
KPRSGMMVPGSSGSGSRKRLRISSGNISSEIPTVIQONDPNAGGGGGGGGVPGAGGGGGAGGGGAGS
TTRLPPLHOQPFPMLANHDGSIPEGHEPSSAATINAGTATGHQODIMSGIGSVTTISKELTKASIIOQ
EILNIPTTIASDVAFDSSDFPCNSEEFNKLIQEIGNQODLVKLETDSEAAAGDTTESVLGRAIADL
VASGDDARQGEMLRKLLALIKLEFAGDVNRSRQLLASHWTAANQQQLNCLHAAIRRNDTTIACKLIE
LLDEFRLTDELLDLPNDRNETALHLAVSTNNESIVRELLKAGAKLTFCDYRGNTALHRAVVENVPA
MVRLLLRHGQAGRSRLDCTNDDGLTALQAAVYARNLKITRILIDAGASVREKDLKHGNNILHIAVD
NDSLDIVNYVLEHVNRELGLEQNNAGYTPLQLADAKSATGQGNNKLIVRELLRHFPDGLEKRTAGD
DSQEQEEDIDEDEEEEEEEEEDEEEREGEAIEQDKEQKNETVLDSINLNCDRVNIARLLEEHEPEA
EPORKATKRSDATTATERKEPAAASAPLFDDOQCMEELCELLSGSETWRALGSLLDFHPFEFTVWEQG
PSPARMLLGYYEMQOLNMDRLIDMLRALELRDCIRSIDEMICRRMK

>g376_MKK3 IndInt
MYGSVSPDLLLIVLRFLLGAARDAVPEFWRFGLVWTFTLYDDDVQVKDVEFSQRSTGELSLEAHGAGP
GLKWHDQTLAATSTNRGEQEEKEGGSQQPTNNNNTNEARKVFLLSVGVSLVWAVAAAEYRLHCRAT
PPPPSPSAPKMPRKNKPIIKLKLDGDTGGGSTVPDSAEGATPRNLDKRGTLTVGERSFVVEADHLR
KLADLGRGAYGIVEKMLHQPSGTVMAVKRITVTSGMGAGGGLGGGGVQOSQEQKRLLMDLDVSMRAS
DCRHTVQFYGALFREGDVWICMEVMDTSVDKFYPVVYKRPGRTIPERILGRIALAIVRALHYLHTE
LRVIHRDVKPSNVLMNRRGEVKMCDFGISGYLVDSVAKTIDAGCKPYMAPERIDPSSCSRTAGYDI
KSDVWSLGITMVEIATGRFPYATWRTPFEQLKOVVNDEPPRLPKSAAPDSEEFSAEFHAFTASCLQ
KKFQORGNYEQLLAMEFLQRYGAGDVQADTSDMAEYVCAILDERDGVPAAEDGGGELAN

>g20745_JUN_IndInt
MRNNVLNSKHTNNNTMESEFYEDNNAQEFVPSTTTTNGVTTGNGNGLKRPATLELNLAPGKARKTRYN
ASVTMPSVLPSPDMOMLKLVSPELEKITISTNATLPTPTPSAITFPPSATSEQQQFAKGFEDALLST
HKKDTTSKLNTNNNNNNNSNTSNNNNGPSANIGGAPAERLCPPTTAAPTTVVPVVGGTTTNNLAST
VLASGHNNGMSGGEITYTNLDYPGVVKEEPQATSSNQSPPVSPIDMESQERIKLERKRLRNRVAAS
KCRRRKLERISKLEERVKELKTONSELSGVVCSLKQHTIFQLKQQVIEHHNNGCTITLVGKF

>g7769_RAC1_ IndInt
MSSGRPIKCVVVGDGTVGKTCMLISYTTDSFPGEYVPTVEDNYSAPMVVDGVQVSLGLWDTAGQED
YDRLRPLSYPQTDVFLICYSVASPSSFENVTSKWYPETKHHCPDAPITILVGTKIDLREDRETISVL
AEQGLSALKREQGOQKLANKIRAVKYMECSALTQRGLKQVFDEAVRAVLRPEPLKRRQRKCVVIEMQ
TMASGVAGNAEKETATINPREACKVNNEATKRLTNVGKS

>g4935_ MAPK IndInt
MSMNEGIAVVTKVVSTSVRRAPEPTAVLTREDFNAGPISLDEIEPGLWLGNASAAADMGTLEKHTT
RSILSIDSVPLPVHITDHPNLRVRHIQAADVPREDLTIRHFEDSNRFIVDSLAEGRHVLVHCYFGVS
RSATIVIAYVMOKYRLNYEAAFQRVKAKRIFVMPNPGEFVNQLKLYGRMAYRIDRTNERYKLFRLRL
AGDNVRKAKRLPTECMDVVKTDPGVTQESPEPYVYRCRKCRRVVASRSNLLLHKPKSATLAQSPAK
VGREPEATLEEEGTSDEAECDGQPOMNADGENVADHVTHVQTAVATGSSPSSGGGMNELAEQVRRS
SISSEHSNRSSEKDTPMCNKIFFIEPLAWMTDIYRNTQGRLYCPKCTVKLGSENWVMATKCPCGAE
IYPAFYLVPSKTEYSTVVQNVQVTV

>Intsfg7581 Erk IndInt

MAEAASSGAAAAAAAASAAGPAAGSTSATNPNAEVIRGQVFEVGPRYTNLAYIGEGAYGMVVSATD
TVITKTKVAIKKISPFEHQTYCORTLREIKILTRFKHENRLSNDHICYFLYQILRGLKYIHSANVLH
RDLKPSNLLLNTTCDLKICDFGLARVADPEHDHTGFLTEYVATRWYRAPEIMLNSKGYTKSIDIWS



VGCILAEMLSNRPIFPGKHYLDOQLNHILGVLGSPSQEDLECIINEKARSYLOQSLPYKPKVPWSRLF
PNADLNALDLLGKMLTENPHNRISPVAEEPFRIAMELDDLPKEMLKRLTIFDETLRENHNDNNLPGG
M

>gl4460_TRAF4_ IndInt
MKFPLLVRLCPGVAPSHDHLGSVSPRSKILGALVPAVCELAVRKSDVIYPDPESEKAIMGSLVECT
HHKQGCKWSDELRKLKAHLNTCKHDAIQCPNKCGSQIPRVMMTDHLAFTCILRRAICEFCNVEFTG
IGLEEHAGTCSSEPIYCESKCGTRVLRGRMSTIHRAKDCAKRLRRCPHCGREFSADTLAAHGATCPR
SPIPCPOQRCDAGPFARADLDAHLRDECKALTVPCTFKEAGCRFKGPRHLLEAHLETNTSAHLSLMV
ALSGROGQOQINMLKSAMAKLSTNYTGTLLWKITDWSVKMOQEAKTKDGLELVSPPEYTSQYGYKLQA
SMEFLNGNGPGEGTHVSVYIKVLPGEYDALLKWPEFSHSVTFTLFEQGTLGSGGGGQGGVAESFVPDP
TWENFOQRPSTEPDALGFGFPRFVSHELLNRRPFVRDDTVEFLRVKVDPSKIVAV

>g488 FOS_kayak IndInt
MRSVRGSTLYGLGITAFAWLAPATHHNIHKAVQGACPLAVAWWRFASFDGIGVHSGVPTRTTPTLT
PTTLKNIEQTFMEATNAQINLPYQAGEFVPPSYPMEDHSQDGGVSQESLSSNSNGSWAVSGSHGYTG
DDHDSKSSASLEQPSSGTRSRRSATGTDENAKNETVTFAIGTGGSGTGARTGGRRNVGGRRPHKPS
NLTPEEEEKRRIRRERNKQAAARCRRRREDHTNELVDETDQLEKKRQSLAQEIQQLQQEKDDLEFL
LETHREHCRLOARRSPIDLKPVDLDTGGFENTGTEFVLPKIKTEPEDEFAAAAAAAAAATQQHHQQOP
PPNQLQEQLATIEAAEHGTISKKLKLSHAHSDSLETPTPTSSAFAPLAGVGLAGNSGNKLSATPAGS
NGSRPTRPDSLDVKSAAQYPLTIARGDAAGSLAISTPSSGLENFDSLMEGGTGLTPIAAPISEFPPNR
NPLELITPTSTEPSKLCSL

>gl7088 IKBK IndInt
MSGLHSATFIVRGCAVNRLNIAQPAAFFRYIKTQLSVLCALLQESNRGVSLLVNVLANMIKPFEDP
PLIGDWCREKRLGNGGFGVVSLWRNKQTQOQAVAIKKFHILODRSEITDKHCERWRNEVKLMTETVQ
NENIVRTVNVQPTSFIQELLRSSANGLPVLCMEYCEGGDLRRVLNRVENCSGLREQDVRDVLRSLR
NAVAYLHSLKITHRDIKPENLVLKQQGERFIYKADLGYAKALDKQSLNASLVGTVEYIAPDLIYCD
RYNCSVDYWSMGVIGYEIITGVRPFIPHAPITRWMMHVQQKKSADIAITEDNRENYTYHTDIFPEN
HISDCLRKELESWFRLALEWNPKKRGYVPYTKAEPSLANGENGTKGVKQTEDNKPSTVLKIFSLLD
QILEKRILVLFSLYDCRWIDLEVTPETGMETLRDHVYRVTGIPVDDIEFVLPLEQKQPAVGNDTRP
YDLYLPDFYGKPMVYVVHRGSRDSIVQRDLKPRIPKSITDVFONIKVKLKPHMLRQFIANSYYFIA
QEQRLYGQVLDGIRNYGLMLNDNIARRKDEIGRMNKIVYAILGGVEYHKLTVCHARDALNVERRIP
SATFEMASKRWIENGARIESNVRKLAEMADTITKRYESVLKRSRDALRHALLHPQLDQHDTFGLRN
VECRYEQTRARLMEKILNEKSHMDMSQAVYECLKQRDVLLRELGFLELQQQILDVRREIQEIEKVV
CKVIDVTEKYKRDLARLKLEHQDEVWKMLSDYGRSAAAGSCENGVVHLDNILPLGVAHTDPPVINK
PNFLVGGPTTPQLOSTVSNESFDANQVCCLGYTDPNVEDLIAANETLIHTTTDLLSNSFSLLKLAD
GAE

Supplementary Text 2 : FASTA sequences of the genes from the IndlInt strain involved in eiger
mediated TNF pathway.



