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D. buzzatii (reference)

Total genes: 13567

(O Annotated: 10983 (80%)
Q With GO terms: 883 (7%)
Q Blast only: 816 (6%)

O No Blast: 975 (7%)

D. koepferae (genotype F)

Total genes: 14134

(O Annotated: 11804 (84%)
(O With GO terms: 578 (4%)
Q Blast only: 873 (6%)

O No Blast: 879 (6%)

Fig. S2. Data distribution chart for the functional annotation pipeline with Blast2GO.
"Annotated" depicts the amount of genes finally annotated at the end of the pipeline; "With
GO terms" depicts the amount of genes with GO terms association that did not exceed the
threshold of the default parameters to be tagged as annotated, "Blast Only" depicts the
amount of sequences with a positive Blast that did not mapped to GO terms; "No Blast"
depicts the amount of genes without a positive blast for the default parameters.
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Fig. S3. Doughnuts plots representing the proportion of the DE genes comparatively
overexpressed in each species during exploratory INTER-specific comparisons involving
treatments with two (A) and three (B) biological replicates. The number in the centre
corresponds to total DE genes, the portion and percentage corresponds to
overexpressed genes in D. buzzatii or D. koepferae.
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Fig. S4. Principal component analysis to visualize patterns of gene expression in
exploratory INTER-specific analysis. A. Treatments without nutritional
supplementation (three-replicate treatments). Variance explained by the axis:
85%. B. Nutritionally-supplemented treatments (two-replicate treatments).
Variance explained by the axis: ~60%.



Fig. S5. Differentially expressed genes in exploratory INTER-specific analysis across treatments

involved in the four phases of general xenobiotic transport and metabolism, corresponding mainly
to six enzymatic groups: Solute carriers (SLC) transporters involved in Phase 0; Carboxylesterases

(CE) and Oxidoreductases (OXR) in Phase I; Glutathione S-transferases (GST) and
Glycosyltransferases (GT) in Phase II; and ATP-binding cassette (ABC) transporters in Phase III.

Genes are identified by the respective D. melanogaster homolog. Row dendrograms are not shown.

Heatmaps are split by species general overexpression for better visualization.
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Fig. S6. Top 100 most variable differentially expressed genes in exploratory INTER-specific
analyzes across treatments. Genes are identified by the respective D. melanogaster

homolog. Row dendrograms are not shown.
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Dbuz.scaf22.103 Arc42
Dbuz.scaf114.14 Cyp4el
Dbuz.scaf1.158 rosy
Dbuz.scaf70.39 CG10960
Dbuz.scaf58.18 CG10962
Dbuz.scaf10.122 GstE4
Dbuz.scaf139.21 C1GalTA
Dbuz.scaf10.123 GstE6
Dbuz.scaf168.2 Aldh
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Dbuz.scaf55.6 Adh
Dbuz.scaf27.52 Cyt-b5-r
Dbuz.scaf45.86 sesB

Dbuz.scaf23.11 Idh
Dbuz.scaf_2_1.213 pale
Dbuz.scaf55.5 Adh
Dbuz.scaf1.147 Cyp304al
Dbuz.scaf68.29 Cyp6a2
Dbuz.scaf1.840 Gpdh
Dbuz.scaf305.2 GstD1
Dbuz.scaf5.202 Pxd
Dbuz.scaf43.100 Gapdh2
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Fig. S8. D. buzzatii differentially expressed genes in INTRA-specific
analyzes across treatments involved in the four phases of general
xenobiotic transport and metabolism. Genes are identified by the
respective D. melanogaster homolog. Row dendrograms are not shown.
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Dkoe.g139100 Jafracl
Dkoe.g028590 CG3999
Dkoe.g007520 Fdh
Dkoe.g102270 Cat
Dkoe.g120390 Mtpa
Dkoe.g103070 GILT1
Dkoe.g092570 Mdh2
Dkoe.g100950 Jheh2
Dkoe.g081090 Cpr
Dkoe.g027800 CG8665
Dkoe.g039390 Dhpr
Dkoe.g021520 Eip71CD
Dkoe.g089650 Hadl
Dkoe.g039680 BcDNA:GH04863
Dkoe.g114060 CG10211
Dkoe.g124490 Tretl-1
Dkoe.g087380 wal
Dkoe.g107230 a-Est7
Dkoe.g028600 CG3999
Dkoe.g085050 pgant4
Dkoe.g029830 Desatl
Dkoe.g112620 Men
Dkoe.g013090 Cyp304al
Dkoe.g097130 GstE6
Dkoe.g079520 Cyp6d5
Dkoe.g055650 Ugt36D1
Dkoe.g046500 Ugt35C1
Dkoe.g065100  Mgstl
Dkoe.g106000 CG5493
Dkoe.g132050 CG1907
Dkoe.g128510 CT42567
Dkoe.g059990 CG10962
Dkoe.g079380 Cyp6al4
Dkoe.g054310 Cyp4e2
Dkoe.g088300 CG10960
Dkoe.g126980 CG11665
Dkoe.g034150 dmGlut
Dkoe.g043100 CG13907
Dkoe.g029760 CG11880
Dkoe.g077700 CG9331
Dkoe.g027650  pugilist
Dkoe.g080080 Tpsl
Dkoe.g140710 CT12987
Dkoe.g128560 CG15093
Dkoe.g040000 PHGPx
Dkoe.g061220 CG12116
Dkoe.g047390 FOHSDR
Dkoe.g117820 Mical
Dkoe.g048510 CG6414
Dkoe.g038180 pale
Dkoe.g038190 plae
Dkoe.g078850 sesB
Dkoe.g029870 Gdh
Dkoe.g035630 Idh
Dkoe.g052030 mag
Dkoe.g025660 Adh
Dkoe.g013840 GlyP
Dkoe.g014310 Cyt-b5-r
Dkoe.g127140 Aldh
Dkoe.g025670 Adh
Dkoe.g030660 Cyp6a2
Dkoe.g127100 Fbp2
Dkoe.g067710 Gapdh2
Dkoe.g118700 Sardh
Dkoe.g090110 Ldsdh1l
Dkoe.g112920 su(r)
Dkoe.g003190 CG10962
Dkoe.g060230 CG3285
Dkoe.g122440 CG3285
Dkoe.g065320 CG10814
Dkoe.g020740 Cyp6al6
Dkoe.g025790 Jafrac2
Dkoe.g079990  slif
Dkoe.g028780 CG5805
Dkoe.g097110 GstE9
Dkoe.g060190 E23
Dkoe.g060200 E23
Dkoe.g077330 MFS12
Dkoe.g114050 Ugt301D1
Dkoe.g104080 LoxI1
Dkoe.g044330 CG6231
Dkoe.g100510 GILT2
Dkoe.g124170 GstD10
Dkoe.g044710 PH4aPV
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Fig. S9. D. koepferae differentially expressed genes in INTRA-specific
analyzes across treatments involved in the four phases of general
xenobiotic transport and metabolism. Genes are identified by the
respective D. melanogaster homolog. Row dendrograms are not shown.
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-1
CT12987 sona
FASN1 sona
---NA--- CG9733
CG12512 CG7227
CG11407 CG34206
CG16762 Spn100A
yellow-e CG9021
Gnmt CG5255
CG5783 Gbala
TwdIX CT23894
Cpr65Av epsilonTry
Cpré5Au CG11880:LP12049
---NA--- BcDNA:LP12049
Alp8 AANATL3
---NA--- Cyp6al6
Cyp4el CG14963
Ddc edin
Lcp2 CG15369
Alp7 CG32603
CG34244 Cpra7Ec
black CG11350
Mgstl ---NA---
glob1 CG2233
Acox57D-p IMPPP
Cyp6ald ---NA---
Cyp12a4 CG5839
CG14688 CG13748
Glo1 CG14406
AKR2E3 CG9822
BcDNA:RE29808 CG34244
CG32023 LoxI1
Cyp4e2 CG6231
Ugt35C1 MFS12
anon-37Cs Ugt301D1
Alp10 Hr3
Cyp309al Eip78C
Ugt36D1 Achl
CG10962 CG31636
CG13075 CG12481
Uro Hr4
Cyp6d5 Cubn
Adh Diedel
CG10911 ebony
GstE6 CG34193
Aldh CG4151
Cyt-b5-r CG32762
Adh ebony
Cyp304al black
Cyp6a2 CG34244
FOHSDR CG7924
Jheh2 slbo
CG6180 alrm
---NA--- GILT2
---NA--- ImpL1
---NA--- CG18179
---NA--- ---NA---
BG:DS00180.3 TwdIP
vajk-2 trn
CG15024 1(1)G0196
Jon25Bi Lcp65Ag2
CG3868 NFAT
CG10081 Cpra9Af
CG11349 CG13705
bt Zasp52
CG7465 ---NA---
Lcp2 Hsp70Bb
pale Hsp70Bb
Lsplbeta Hsp70Bb
Lsplgamma CG14872
Lepl CG6414
Obp99b Pcp
Lcp9 pale
PGRP-SC2 ---NA---
CG3513 CG5171-RC
Cpr97Eb pale
CG10081 yellow-c
CG8132 CG7778
CG15369 CG5391
Lcp2 Ddc
Acbp5 BcDNA:LP01642
CG3987 ImpE2
ninaD CG8997
etaTry CG7953
Cyp6a2 Ugt36D1
CG31300 Ugt35C1
Obp56d AANATL3
Fmo-2 Cyp4e2
Ugt37C2 CG11407
GstE9 Cyp304al
thetaTry GstE6
CG10298 Cyp6d5
---NA--- Jon25Bi
---NA--- vajk-2
GstE4 Lcp65Ag2
phu mag
Lcp65Ag2 Adh
CHKov1 Lep2
GstD2 CG7465
AANATL3 Adh
BCDNA:LP12049 Cyp6a2
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Fig. S10. Top 100 most variable differentially expressed genes in INTRA-specific analyzes
in each species across treatments. Genes are identified by the respective D. melanogaster
homolog. Row dendrograms are not shown.



