Fig. S9

a Differentially expressed genes in H2 b Differentially expressed genes in G2

compared to H1 compared to G1
[CPsitB (SFV_1378) - Iron transport protein, ATP-binding component [VFIwebT - acyl-CoA transferase
[CP]speB (M28_Spy1721) - streptococcal pyrogenic exotoxin B [CP]mpa (MUL_2337) — ATPase
[CP]vapA1 (BH03380) - Virulence-associated protein a [VF]hsdR - type | restriction enzyme HsdR, putative
[CP]YE105_C1500 — Mannose-1-phosphate guanylytransferase, ManC protein [CP]phoP (Mycsm_05696) — response regulator

[VFIVC1779 - C4-dicarboxylate-binding periplasmic protein [CPIvapA1 (BH03380) - Virulence-associated protein a

[CP]fagC (cgR_0600) - hypothetical protein [CP]porA (CFF8240_0396) — major outer membrane protein

[CP]ctpC (MSMEG_6058) — cadmium transporting P-type ATPase [ 1.67 [VF]VC1779 - C4-dicarboxylate-binding periplasmic protein
[VFhlyB — HlyB protein | 1.66 [CP]sitB (SFV_1378) - Iron transport protein, ATP-binding component | 1.79
[CPkpsF (JJD26997_1778) - arabinose-5-phosphate isomerase [CP]speB (M28_Spy1721) - streptococcal pyrogenic exotoxin B
[CP]ppsE (JDM601_2211) - polyketide synthase PpsE [CP]panD (CCDC5079_3340) - pantothenate kinase
[CPJicl (MAV_4682) - isocitrate lyase | 1.42 [CPJflaA (VC0395_A1780) - flagellin core protein A [1.71
[CP]fadE29 (MYCMA _0321) - acyl-CoA dehydrogenase fadE12 | 1.38 LFC [CP]narH (JDM601_1150) — NarH | 1.68 LFC
[CPInarl (Mvan_4543) - respiratory nitrate reductase, gamma subunit (H2/H1) [CPJrmIA (VF0167) - Gl 1-phosphate thymid: (G2/G1)
[CP]bpID (BB0152) — UDP-N-acetylglucosamine 2-epimerase ! 3 [CPI]fagC (cgR_0600) - hypothetical protein 3
2
[CP]panD (CCDC5079_3340) - pantothenate kinase | 1.35 1 [CP]pspA (SPH_0232) - PspA | 1.65 f
[CP]secA2 (Mflv_3408) — SecA DEAD domain protein -0.53 0 [CP]mtrD (NGO1364) - antibiotic resistance efflux pump component -0.51 0
-1 _
[CP]IpxA (HD1187) - UDP-N-acetylglucosamine acyltransferase -0.54 I 2 [CPJahpC (MYCMA_2448) - alkyl hydroperoxide reductase subunit C -0.53 I _;
[CPIciuD (DIP0585) — Putative iron transport system ATP-binding protein  —0.56 -3 [CPImrsA/gimM (NTHI1664) — predicted phosphomannomutase  -0.56 -3
[CPnarG (MIP_01937) - nitrate reductase subunit alpha [CPImsrA/B(pilB) (NMA0290) — methionine sulfoxide reductase  ~0.59
[CP]htpB (Ipl0724) - 60 kDa chaperonin (Cpn60) -0.57 [CPctpV (MULP_05109) — metal cation transporter p-type ATPase, CtpV  -0.61
[CPIhisF2 (PA3151) — imidazole glycerol phosphate synthase subunit HisF  —0.59 [CPlctpV (MUL_0423) — metal cation transporter p-type ATPase, CtpV  -0.64
[CP]groEL (CAC2703) - chaperonin GroEL  -0.59 [CP]groEL (CAC2703) — chaperonin GroEL  ~0.65
[VF]ssb - ssDNA-binding protein controls activity of RecBCD nuclease [CP]groEL (CD0194) - 60 kDa chaperonin  -0.66
[CP]mgtB (SARI_03870) — hypothetical protein [CPIfiiC (Pfl_1527) - Flagellin-like -0.76
[CP]sIrA (SPH_0870) - peptidyl-prolyl cis-trans isomerase  -0.69 [CPkasB (JDM601_1649) — 3-oxoacyl-(acyl carrier protein) synthase Il -0.77
[CP]mtrD (NGO1364) - antibiotic resistance efflux pump component -0.70 [CP]IpxC (NTHI1312) - UDP-3-O- -0.78
[CP]pdhB (MHJ_0112) - pyruvate dehydrogenase -0.72 [CP]groEL (CLD_1225) — chaperonin GroEL
[CPIplr/gapA (SPy0274) — 3-phosphate dehydrogenase -0.73 [VFIflaA - flagellin
[CPlompP2 (HD1435) — outer membrane protein P2 homolog |~0.93 [CPJicl (MAV_4682) - isocitrate lyase
[CPJahpC (1917_17140) - alkyl hydroperoxide reductase subunit C - [CP]ahpC (1917_17140) - alkyl hydroperoxide reductase subunit C
¢ Differentially expressed genes in DP2 d  Differentially expressed genes in RP2
compared to DP1 compared to RP1
[CPnarl (Mvan_4543)  respiratory nitrate reductase, gamma subunit (cPlpspa (sPH_0232) - Psp [
[CPJmirD (NMAA_1426) - drug efflux transport protein MirD [IEISA [CPIspeB (M28_Spy1721) - streptococcal pyrogenic exotoxin B [[BGH
[CPIpppA (PSPA7_0146) — probable phosphoprotein phosphatase #1821 (CPImpa (MUL_2537) - ATPase BTl
[CPJsodA (MAP4_3686) — superoxide dismutase SodA [HISHI| [VEIhiyS — Hiyg protein |0
[CPJnarH (MSMEG_5139) - nitrate reductase, beta subunit | 1.78 [VFIWGHT — acyl-CoA transferase 1248
[CPImpa (MUL._2337) - ATPase  [{1.67. [CP]sitB (SFV_1378) - Iron transport protein, ATP-binding component |2.08
[VFlfecB - FecB [CPImtrD (NMA1969)  drug efflux protein | 2106
CP] B (SPCG_0620) - tall t ZmpB, putati 1.64
[CPIzmpB (SPCG_0620) - zino metalloprotease ZmpB, putative [CPImtrD (NMAA_1426)  drug efflux transport protein MirD | 2,04
[CPJrmIA (MYCMA_2290) - glucose~1-phosphate thymidylyltransferase | 1.68
[CP]pppA (PSPA7_0146) - probable phosphoprotein phosphatase | 1.99
[CP]speB (M28_Spy1721) - streptococcal pyrogenic exotoxin B | 1.48
[CP]sitB (SSON_1751) - Iron transport protein ATP-binding component | 1.98
[VFIVC1779 — C4~dicarboxylate-binding periplasmic protein | 1.39
[CP]bpID (BB0152) — UDP-N-acetylglucosamine 2-epimerase | 1.94
[CP]mprA (BN42_20802) — DNA-binding response regulator | 1.39
[CP]rpoS (Ipp1247) — RNA polymerase sigma factor RpoS | 1.84
[CPfagC (cgR_0600) — hypothetical protein | 189 LFC [CPIrpoS (Ipp1247) poly g P LFe
i (DP2/DP1) [CPInarl (Mspyr1_15900) - respiratory nitrate reductase subunit gamma | 1.78 | (RP2/RP1)
[CP]bpID (BBO152) — UDP-N-acetylglucosamine 2-epimerase
[VFJWebT — acyl-GoA rensierase | 2 [CPJirtA (MYCMA_1214) — iron import ATP-binding/permease protein IrtA | 1.72 - 4
Pl HSM 4) — UDP-3-0-acyl N-acetylgl tyl
[VFInanA — Sialidase A precursor (neuraminidase A) |=0.91 ; [CPIpXC (HSM_0634) - UDP-3-0-acyl N-acetylglucosamine deacetylase 2
[CP]imb (SGO_1314) — metal binding lipoprotein 1 [CP]ybtQ (PSPPH_2896) — ABC transporter, ATP-binding/permease protein  =1.11 0
[CPIIytR (BT9727_4947) — membrane-bound transcriptional regulator LytR j [CPIgroEL (CPF_2578) - chaperonin, 60 kDa St -

(CPIirtA (J113_09380) ~ ABC transporter [VFIVC1777 - conserved hypothetical protein | =1.14

[VF]mutS — mismatch repair [CPcheY (Ise_0602) — chemotaxis response regulator | =1.29
[CP]hspX (Mspyr1_11890) — molecular chaperone [CP]kasB (MAP4_1826) - 3-oxoacyl-ACP synthase 2 |=1.30
[CPIhitC (CGSHIEE_02795) — iron(lll) ABC transporter ATP-binding protein

[CPImsbA (HI0060) — ABC transporter ATP-binding protein

[CP]htpB (LPC_2606) — Hsp60, 60K heat shock protein HtpB

[CP]lap (LMOSLCC2479_1697) - aldehyde-alcohol dehydrogenase
[CPImsrA/B(pilB) (NMA0290) — methionine sulfoxide reductase |=1.89
[CPJirp6C (DIP0110) — ATP-binding protein Irp6C '=1.42

[CPIrmIA (SSA_1411) - Glucose-1-phosphate thymidylytransferase, putative [CP]wbpD (PA3156) - probable acetyltransferase WopD |=1.50
[CP]mip (Ipl0829) — macrophage infectivity potentiator [CPJmrsA/gimM (NTHI1664) — predicted phosphomannomutase | =1.52
[CP]pspA (SPCG_0120) — pneumococcal surface protein A [VF]flaA - flagellin |=1.67
[VF]VC1777 - conserved hypothetical protein [CPIfiiC (Pfl_1527) - Flagellin-like |=1.78
[CPlwcbT (BMA2287) - 8-amino~7-oxononanoate synthase [S1i87]
[CP]ahpC (1917_17140) - alkyl hydroperoxide reductase subunit C

[CPlhemH (NTHI1329) - ferrochelatase [EBMEI

[CPlctpV (MULP_05109) — metal cation transporter p-type ATPase, CtpV
[CPlkasB (MAP4_1826) — 3-oxoacyl-ACP synthase 2
[CP]ahpC (1917_17140) - alkyl hydroperoxide reductase subunit C

Supplementary Fig. S9 Heatmaps of DEGs with significant expression changes in each group based on VFDB.
Group names are as indicated in Fig 1. (a-d) DEGs in the H, G, DP, and RP groups between pre- and post-treatment.



