Adjunctive minocycline for major depressive disorder:

Characterisation of peripheral immune-inflammatory profile DEAKIN
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Spearman's Correlation (p) - Baseline

Primary treatments fOr majOr depFESSive diSOrder (MDD) MADRS HAMA AAT A2M B2M BDNF CRP €3 CCL11 FVIl FRTN HAPT ICAM-1 IL-1f IL-1RA IL-8 IL12p40 IL-15 IL-18 IL-23 MIP-18 MMP3 MMP9 MCP1 SCF RANTES TIMP1 TNFR2 VCAM-1 VEGF VDBP vWF K MINOCYCLINE Studies have often focused their biomarker
. . s Al MADRS 0.555 0.103 -0.043 0.072 0.317 -0.007 -0.148 -0.083 -0.438 0.082 0.035 0.176 0.219 -0.167 0.214 -0.020 0.049 -0.246 -0.246 -0.208 0.101 0.495 -0.272 -0.290 -0.305 -0.065 0.081 0.208 -0.014 0.176 0.131 | MADRS . . . . .
dre USEfUI' however ShOrtfa”S remain in bOth remission HAMA | 0.585 -0.234 0.167 -0.015 0.408 -0.310 0.112 -0.364 -0.562 0.224 -0.302 -0.007 0.140 -0.190 -0.008 -0.405 -0.081 0.060 -0.076 0.047 0.088 0.431 -0.556 -0.441 -0.235 -0.330 -0.036 0.257 0.017 0.063 0.110 | HAMA |nVESt|gat|0nS on a common feW Immune-lnflammatory
and recovery [1] AAT | 0.367 -0.011 0.292 0.449 -0.159 0.180 0.236 -0.036 -0.067 -0.359 0.453 0.118 0.209 0.272 0.030 0.077 0.164 -0.417 -0.258 -0.174 0.245 -0.158 0.010 -0.001 0.274 0.447 0.243 0.070 0.190 0.228 0.166 | AAT markers (eg interleukin-G) C-reactive prOtEin, tumor
A2M | -0.166 -0.059 | 0.182 0.468 -0.251 0.102 0.565 -0.518 -0.433 -0.021 0.241 0.268 0.056 -0.096 -0.351 -0.069 -0.252 -0.119 -0.156 -0.367 -0.280 0.083 -0.319 -0.354 0.415 0.585 0.212 0.293 -0.101 -0.003 0.209 | A2M . _i_- t i h T d t h h h
The identification Of biOIO iCaI markers that relate to B2M | 0.101 0.116 | 0.331 0.122 -0.178 0.541 0.207 0.094 -0.054 0.170 | 0.557 0.537 0.243 0.267 -0.007 0.221 ' 0.593 0.011 0.290 0.084 0.232 0.022 0.150 0.110 0.248 _-0.119 0.355 | 0.607 | B2M NECrosIis 1actor 4d p a)' O ale, Suc an approac as
) g . BDNF | 0.085 -0.116| 0.315 0.025 0.254 -0.155 -0.005 -0.168 -0.107 -0.227 -0.197 -0.315 0.021 -0.236 0.152 -0.044 0.061 -0.326 0.295 0.238 0.039 0.351 0.042 -0.010 0.295 -0.196 0.075 -0.160 0.073 -0.105 0.030 | BDNF Offered l|m|ted therapeutic |ns|ght [6]
treatment response may |mprove understandlng Of the CRP |-0.168 -0.086| 0.007 -0.557 -0.055 0.009 0.314 0.127 0.418 -0.086- 0.364 0.407 0.527 -0.531- 0.419 0.063 0.334 -0.074 -0.097 0.053 0.254 0.156 0.171 0.548 0.373 0.255 -o.034_ CRP
. . . . y c3 | 0271 -0.160| 0.235 -0.286 -0.014 0.189  0.545 -0.383 0.082 0.022 0.254 0.160 0.058 0.130 -0.417 0.319 0.044 -0.038 0.029 -0.011 -0.178 0.138 -0.086 0.097 0.324 0.439 0.294 0.146 0.401 0.234 0427 | C3 . . . .
pathophySIOlogy Of MDD and assist Wlth thIS ShOrtfa” [2 CCL11 | 0.491 0.165 | 0.328 0.065  0.588 0.450 0.079 0.420 0.396 0.241 0.168 0.000 -0.027 0.131 -0.077 0.322 0.181 0.117 0.241 0.317 0.476 -0.110 0.421 -0.194 -0.032 0.068 0.083 -0.169 0.241 0.199 | cCL11 The current StUdy 1S empIOYIng broader quantltatlve
. _ _ FVIl |-0.273 -0.262|-0.121 -0.332 -0.022 0.168 0.473 0.275 0.109 0331 -0.114 0.160 0.362 0.053 | 0.600 0.320 0.110 0.378 0.133 0.228 -0.006 -0.018 -0.050 0.274 0.064 0.419 0.125 0.349 | FVII appreaches including multiplexed immunoassays to
|nf|ammat|on IS NOW known to play ad roie IN the FRTN | -0.488 -0.178-0.062 -0.318 0.215 -0.072 0.269 -0.196 -0.355 0.034 0.009 0.415 0.193 -0.071 0.561 -0.115 0.464 0.562 0.242 0.511 0.298 0.213 0.249 0.151 -0.339 -0.063 0.285 0.445 0.240 0.116 0.345 | FRTN b h . h . ﬂ fl f
athO h SiOIO Of MDD ieadin to Clinical triaIS Of HAPT |-0.204 -0.192 |-0.074 -0.491 -0.005 0.003 - 0.595 0.168  0.601 0.349 0.183 0.588 -0.193 0.526 - 0.077 0.384 -0.044 0.256 0.004 0.476 0.179 0.291 - 0.416 0.208 -o.o11_ HAPT etter Characterise the N ammatory pro le O
p p y gy , g ICAM-1| -0.084 0.131 |-0.171 -0.222 0.349 0.270 0.288 -0.050 0.351 0.229 0.188 0.167 0.019 0.001 -0.214 0.074 0.153 0.277 0.134 0302 -0.007 0.148 0.073 -0.093 0.022 0.264 0.235 0.355 -0.058 0.194 0.341 | ICAM-1 participants iri ) Clinical trial Of minocycline for MDD.
adjunCtlve treatments that target these pathways [3] IL-1B |-0.398 -0.485| 0.058 -0.369 0.272 | 0.580 0.301 0325 0.320 0.508 0.370 0.362 0.302 0.567 0.234 0.364 0017 0379 0070 0185 038 0359 -0.192 0273 0369 0354 0198 0203 0B8N 0716 IL-1
IL-1RA | 0.362 0.244 | 0.048 -0.324 0.192 0.159 A 0.597 0.498 0.379 0.390 0.029 0.398 0.442 0.086 -0.077 0.272 0.304 0.092 0.111 -0.134 0.238 0.189 -0.063 0.507 0.378 0.074 0.199 | 0.512 0.504 | IL-1RA f .
IL-8 | 0.137 0.376 |-0.153 0.202 -0.054 0.101 0.081 -0.178 0.096 0.150 -0.254 -0.048 0.407 -0.291 0.246 0.028 0.267 0.402 -0.020 -0.004 0.062 [-0.513 -0.292 0.178 0.119  0.543 -0.179 -0.202| IL-8 O the 46 analytes aSSGSSQd, 27 were deteCtable In over

MInOCyCIIne has been shown to mOdIfy the immune- IL12p40| -0.136 -0.046 [ -0.503 -0.040 0.027 0.098 -0.161 -0.015 0.048 0.238 -0.237 -0.045 0.388 0.124 -0.044 0.135
infammatory processes, however its effects on the IL-15 | -0.049 0.069 |-0.064 -0.179 0.379 0.285 -0.236 -0.210 0.248 0.194 0.075 -0.268 0.447 0.513 -0.200 -0.015

-0.056 0.443 -0.035 0.026 0.280 0.458 0.386 0.241 0503 0400 0.127 0.158 “ILIZMO 90% Of the Samples evaluated. ll__]_B was detectable in
0.304 0.322 0.557 0362 -0.122 0.362 0.367 0.014 _ 0.385 IL-15 . .
0.296 0.460 0.150 -0.171 0.185 0.158 0.045 0.164 -0.003 0.134 0.058 0.051 | IL-18 80%; IL-8 In 70%; and IL-15 in 60% Of Samples-

0.549

. _i_- t _i_-i _i_- t . t . th MDD IL-18 | -0.091 0.457 |-0.163 -0.184 0.218 -0.095 0.050 -0.389 0.013 -0.260 0.396 0.026  0.547 0.113 -0.086 -0.048 0.041 0.275
INTflammatory proftiie o participants Wwi are IL-23 -0.439- 0.175 0.065 0.277 0.367 0.035 0.079 0.146 0.289 0.155 -0.080 0.162 | 0.579 -0.035 -0.252 0.210 0.405 -0.252 0.431 0.464 0.341- 0.454 0.202 0.195 0.387 -0.017 0.041 0.174 0.488 | IL-23
unknown [4] MIP-1B | 0.066 0.231 |-0.278 0.323 -0.017 -0.152 0.126 0.131 0.197 0.057 -0.127 0.098 0.200 -0.388 0.497 0.418 0.038 -0.479 -0.064 -0.274 0.349 -0.080 0.456 0.379 -0.047 -0.014 0.358 0.116 0.219 0.081 0.208 | MIP-1B 16 analytes were detectable N <50% Of the Samples
MMP3 | -0.286 0.164 | -0.103 0.170 -0.043 0.046 -0.252 -0.281 -0.177 -0.062 0.036 -0.248 0.186 0.175 -0.270 0.237 0.343 0.450 0.495 -0.024 -0.230 0.038  0.478 0.586 -0.183 -0.060 0.316 0.084 0.207 0.014 0.140 | MMP3
A- . Th t d . t dd d t f MMP9 | -0.254 -0.111| 0.051 0.212 0.194 -0.051 -0.369 -0.128 -0.048 0.122 0.000 -0.084 -0.166 0.215 -0.470 -0.294 0.306 0.345 -0.090 0.502 -0.369 0.152 0.051 -0.278 0.120 -0.001 0.189 0.031 0.366 0.145 0.416 | MMP9 (FIBRN; GM'CSF; IFNV; IL'la; “—'2; ”—'3; ”—'4; I-'S; ”—'6; IL-
im. IS Stu y alms to 4 ress a secon ary outcome o MCP1 | 0.273 0.366 | 0.170 0.222 0.241 0.146 0.264 0.179 0.406 0.103 -0.158 0.061 0.217 -0.177 0.466 0.491 -0.033 -0.059 -0.012 0.072 0.235 -0.062 -0.193 0.588 0.235 0.168 0.301 -0.039 0.078 0.239 0.442 | McCP1 7 ||__1O ||__12 70 ||__17 Mip_l TNF TN C D t
a Clinical trial by assessing inflammatory biOmarkers Ta SCF | 0.255 -0.032| 0.194 0.113 0207--0149 0.391 0.585 0.394 -0.299 0.014 0.238 0.413 0275 0.220 0317 0.313 -0.130 0.145 0.169 0.229 -0.128 0.067 -0.024 0.006 0.452 0.170 0.252 -0.126 0.167 | SCF ! ! P ! ! %, %, . ue 1o
ii d . h i bi d i RANTES| -0.236 -0.316|-0.222 -0.185 0.006 0.410 0.448 0.212 0.219 0.194 -0.059 0.464 0.355 0.236 0.378 0.209 0.230 -0.225 -0.092 0.112 0.221 -0.316 -0.149 0.076 0.110 0.370 0.132 0.114 -0.202 0.108 0.307 | RANTES IOW detECthn rates these were eXClued from ana|VSIS.
collecte peripnera O00d sampies. TIMP1 | -0.152 -0.160| 0.057 -0.073 0.380 0.296 0.273 0.193 0.379 0.289 0.062 0.266 0.422 0.352 0.293 0.227 0.181 -0.086 0.042 0.134 0.044 0.088 -0.007 -0.119 0.347 0.436 0.342 -0.007 0.436 0.576 | TIMP1
TNFR2 | 0.132 0.212 | 0.105 -0.009 0.472 0.157 0.201 0.205 0.523 0.160 -0.114 0.152 0.415 0.059 0.527 0.419 -0.089 -0.205 0.183 -0.275 0.355 0.046 -0.353 0.106 0.373 0.239 0.405 0.171- TNFR2 ThIS preliminary data WI” be Used to COndUCt further
Et O S VCAM-1| 0.205 0.004 | 0.203 0.005  0.516 0.191 -0.122 -0.063 0.315 -0.194 0.016 -0.093 0.223 0.063 0.034 -0.151 -0.032 0.044 0.206 -0.185 -0.119 -0.071 -0.166 -0.202 0.239 0.154 0.481 0.483 -0.005 0.178 ' 0.526 |VCAM-1 ) ] )
VEGF | -0.060 -0.205| 0.483 0.031 0.241 0.177 0.300 0.278 0.171 0.269 0.201 0.181 -0.005 0.209 0.241 -0.016 -0.244 -0.149 -0.146 0.150 -0.129 -0.008 -0.123 0.242 0.287 -0.059 0.501 0.222 0.255 -0.013 0.240 | VEGF ana|ySES (mEdlatOr and moderator ana|y5|5, and part|a|
ThlS current Study IS Ad Secondary anain|S Of perlpherai VDBP | 0.489 0.242 | 0.268 -0.174 0.141 0.296 0.043 0.290 0.064 -0.138 -0.060 -0.044 -0.043 -0.030 0.046 -0.308 -0.007 -0.169 -0.155 -0.008 -0.116 -0.298 -0.001 -0.096 -0.001 0.101 0.041 0.021 0.172 -0.204 VDBP IeaSt Squares regreSSion — Wlth prOJECthn to Iatent
. . vWF | 0.057 -0.078| 0.284 0.031 0.084 -0.017 0.432 0.335 0.211 -0.008 -0.138 0.433 0.119 -0.166 0.227 0.057 -0.125 -0.216 0.027 -0.191 0.225 -0.192 -0.317 0.150 -0.003 0.432 0.162 0.241 0.221 -0.001 0.180 vWF .
blood Samples collected from patlents durlng d PLACEBOA [MADRS HAMA| AAT A2M B2M BDNF CRP €3 CCLI1 FVIl  FRTN HAPT ICAM-1 IL-1p IL-1RA IL-8 IL12p40 IL-15 IL-18 IL-23 MIP-18 MMP3 MMP9 MCP1 SCF RANTES TIMP1 TNFR2 VCAM-1 VEGF VDBP VWF structu FES) to assess how the quantlfled analytes relate
randomised placebo-controlled trial evaluating 12 weeks | to the pri linical out
Spearman's Correlation (p) - Follow-up, week 12 O e prlmary CliNniCal outcomes.
of adjunctive minocycline (200 mg/day) in addition to MADRS HAMA AAT A2M B2M BDNF CRP €3 CCL11 FVIl  FRTN HAPT ICAM-1 IL-1f IL-1RA IL-8 IL12p40 IL-15 IL-18 IL-23 MIP-1B MMP3 MMP9 MCP1 SCF RANTES TIMP1 TNFR2 VCAM-1 VEGF VDBP VvWF KMINOCYCLINE
MADRS 0.555 -0.096 -0.060 -0.042 0.338 -0.071 -0.101 0.283 -0.257 0.270 0.130 0.387 0.102 -0.044 0.148 0.068 -0.093 0.037 -0.123 0.184 0.073 0.253 -0.087 0.193 -0.225 0.060 0.296 0.371 0.222 -0.197 -0.017 MADRS
treatment as usual (ACTRN12612000283875) [5] HAMA | 0.585 -0.181 0.129 -0.046 0.259 -0.187 0.221 -0.085 -0.227 0.453 -0.113 0.158 0.234 -0.133 -0.277 -0.038.—0.070 -0.043 0.375 0.317 0.320 -0.457 -0.079 -0.144 -0.078 0.265 0.320 0.217 -0.143 -0.001 HAMA
AAT | -0.036 -0.016 -0.032 0.075 -0.115 0.196 0.242 0.116 0.239 -0.261 0.514 0.320 -0.206 0.206 0.034 -0.339 -0.163 0.373 -0.164 0.197 0.135 -0.031 0.183 0.253 0.380 0.021 0.087 0.229 0.061 0.033 | AAT F d' & A k I d t
Sampies were Collected from Consenting participants at A2M |-0.461 -0.187 | -0.060 0.463 -0.086 -0.197 -0.216 -0.512--0.162 -0.007 0.031 -0.461 -0.351 -0.034 -0.116 -0.152 -0.306 -0.411 -0.369 0.003 -0.048 -0.041 -0.306 0.210 0.204 -0.154 -0.015 -0.329 -0.031 -0.040| A2M un Ing c now e gemen S
b i k 0 d t th d f t t t k 12 B2M | -0.142 -0.030| 0.082 -0.071 -0.021 0.526 0.213 -0.283 -0.288 0.082 0.393 0.132 0.168 -0.084 0.371 0.092 -0.012 -0.239 -0.115 -0.123 0.008 -0.293 0.272 -0.198 0.571 0.249 0.502 0.429 -0.205 0.357 0.593 | B2M . . _ ] _
aseline (Wee ); and d € ena or treatmen (Wee ) BDNF | 0.369 -0.157 | -0.057 -0.465 0.006 -0.144 -0.231 0.251 0.211 -0.074 -0.104 0.111 0.184 -0.070 0.409 0.286 -0.319 0.199 0.174 0.332 0.339 -0.040 0.278 0.350 0.144 0.015 0.331 0.214  0.553 -0.189 0.032 | BDNF |nVEStlgat0r52 AJW is SUPDOFtEd by a Trisno Fam||y FEHOWShlp-
o . CRP |[-0.399 -0.303| 0.207 -0.013 0.322 -0.057 0479 -0.114 0.174 -0.001 0.406 0.401 0.296 0.347 0.072 0.049 0.071 0.200 0213 0.129 -0.238 -0.023 0.300 -0.142 0.458 0.285 0.400 0.229 —0.061_ CRP MB is supported by a NHMRC Senior Principal Research
c3 | 0.026 -0.136| 0.130 -0.478 0.376 0.395 0.550 -0.053 0.259 0.117 0.386 0.174 0.094 0.432 0.087 0.020 -0.019 0.222 0.206 0.203 0.015 -0.014 0.173 -0.052 0.222 0.093 0.129 0.296 -0.093 0.322 0418 | C3 . .
Of the 71 participants that completed the trial, at least Fellowship (1059660 and APP1156072). OMD is supported by an
i. t Wwas available fOr 47 Of the CCL11 | 0.400 0.146 |-0.265 -0.462 0.158 0.434 0.008 0.259 0.366 0.125 0.256 0.000 -0.001 0.480 0.298 0.231 0.252 0.060 0.429 0.486 0.496 -0.156 0.251 --0.144 0.141 0275 0.202 0.337 0.072 -0.021| CCL11 g
one serum allquo FVIl | 0.024 -0.199|-0.165 -0.511 0.419 0.568 0.402 -0.109 0.237 0.053 _-0.108 0.498 0.286 0.332 - 0.299 0.274 0336 0.153 ' 0.542 0.011 0.209 0.203 0.286 - 0.274 0.142 | FVII NHMRC Career Development Fe”0W5h|p (APP1145634)
participantS. Placebo group h=24 (13f/ 11m)’ and the FRTN |-0.536 -0.150| 0.444 0.213 0.451 -0.193 0.405 0.168 -0.490 -0.048 0.174 0.240 0.344 -0.194 -0.306 0.064 -0.464 0.050 0.124 | 0.603 0.257 0.125 -0.064 -0.228 0.033 -0.246 0.276 0.194 0.168 0.182 0.384 | FRTN |
minocycline group n=23 (13f/10m) HAPT |-0.110 -0.103| 0.041 -0.235 0.222 -0.158 0.462 0.564 0.099 0.425 0.140 0.206 0.069 0.468 0.253 -0.019 0.346 0.288 0.467 0.229 0.365 0.221 0.347 0.112 0.127 0.222 0337 0.321 0.201 0.567 0.486 | HAPT Secondary Analysis; This preliminary secondary anaiysis
. ICAM-1| -0.006 0.147 | 0.102 0.009 - 0.032 0.146 0.321 0.171 0.240 0.267 0.028 0.033 0.134 -0.070 0.090 0.080 0.080 0.128 0.392 0.060 0.256 0.231 0.194 0.334 0.259 0.307 0.280 0.382 0.158 0.393 | ICAM-1 presented here was Supported by Seed Funding awarded to AJW,
IL-18 | 0.039 -0.185|-0.071 0.247 0.333 0.331 0.138 0.028 -0.029 0.258 0.395 -0.181 0.173 0.323 0.021 0.509 -0.239 0.050 ' 0.563 0.317 0.025 0.505 -0.289 0.096 0.015 0.117 ' 0.597 0.392 - 0.176 0.433 | IL-1B ) . y
Samples were assessed for an darray of 46 inflammatory IL-1RA | 0.512 0.429 | 0.070 -0.570 0.304 0.451 0.197 0.486 0.251 0.415 -0.072 -0.001 0.432 0.235 0.198 0.234 0216 0.179 | 0.574 0.330 0.329 0315 0.275 0.554 -0.082 0.495 0322 0315 0312 0351 0.328 | IL-1RA MM and OMD by Deakin University.
i . i d k h k d IL-8 | 0.474 - 0.244 0.199 0.140 -0.425 0.074 0.086 -0.535 -0.488 0.152 0.153 0.191 0.017 0.301 -0.013 0.062 0.157 -0.135 0.123 0.107 -0.281 0.588 0.187 -0.049 -0.031 0.289 -0.200 0.086 -0.348 0.000 | IL-8 e—— _ PUIIINY 4
dand VteS INCluding CVtO Ines, chemokines an acute- IL12p40| 0.106 -0.027|-0.396 -0.205 0.012 0.298 0.141 0.415 0.504 0.426 -0.409 -0.024 0.026 0.222 0.267 -0.425 -0.061 0.333 0.300 0.290 0.164 -0.050 0.332 0.472 0.181 -0.043 0.318 0.523 0.348 0.296 0.092 |IL12p40 Primary Study_ The RCT was spon \ % M”entai ealth
phase reactants using l\/lyriad RBM’S lnflammationl\/l AP® IL-15 | 0.049 --0.454 0.142 -0.185--0.419 -0.323 0.004 0.180 |-0.581 -0.585 -0.339 0.478 -0.205 0.522 -0.253 0.285 -0.476 -0.147 -0.131 -0.019 0.252 0.231 0.398 -0.191 -0.061 0.011 -0.025 -0.234| IL-15 Y ) £ =\ I’i
IL-18 | -0.038 0.417 | 0.312 0.267 0.496 -0.300 0.058 -0.093 -0.016 -0.053 0.363 -0.018- 0.040 0.154 0.437 -0.194 -0.564 0.347 0365 0.012 0.241 0.439 -0.071 0.044 -0.336 -0.145 -0.133 0.142 0.256 0.048 | IL-18 Research Institute. Fundmg Sources
. IL-23 |-0.358 -0.338| 0.079 -0.120 0.470 0.320 0.313 0.327 0.202 0.569 0.503 0.065 0.304 0.514 0.051 -0.565 0.157 0.067 0.118 0.430 0.510 0.463 0.134 0.255 0.228 0.428 0.232 0.220 - 0.331 0.264 | IL-23 for Bipolar & Depressive Disorders rvi 03 .\
CompOSIte /-scores were CalCUIated for deteCtable MIP-18 | 0.324 0.507 | -0.189 -0.003 0.236 0.129 0.141 0.345 0.193 0.344 -0.134 0.067 0.205 0.166  0.456 0.607 0.422 -0.103 0.188 0.078 0.595 0.168 0.365 0.292 0.058 -0.106 0.473 0.213 0.516 0.263 0.391 | MIP-1B P P
. : L. 0 DOOS RS0 g D Ry D0 0 —— L O - B R UReie 0 Bl 0 Rl a Brain & Behavior Foundation Grant‘l«87
immune_inflammatory arialytesl arid Statistical arialyses MMP3 | -0.353 0.240 | 0.099 0.079 0.089 -0.427 -0.070 -0.259 -0.200 -0.347 0.101 -0.435 0.097 0.027 0.076 0.207 0.054 -0.180 0.210 -0.281 -0.064 0.232 0300 0.462 -0.001 0.222 0.465 0.395 0.513 0.047 0.100 | MMP3 |
d d . .« L. i k . MMP9 | -0.420 -0.452 | 0.174 0.166 0.273 0.153 -0.035 -0.222 -0.119 -0.029 0.402 -0.395 0.215 0.279 -0.310--0.201 0.289 0.082 A 0.594 -0.589 0.084 -0.193 -0.012 -0.343 0.279 0.146 0.054  0.537 -0.043 0.065 | MMP9 \\\_
were conaucte using SPSS Statistical Pac age version MCP1 | 0.292 0.386 | 0.211 -0.085 0.230 0.116 0.260 0.355 0.250 0.186 0.023 0.107 0.440 -0.089 0.590 0.413 0.213 -0.445 0.466 -0.131 0.473 0.003  -0.465 0.305 0.218 0.031 0.284 0.205 0.110 0.276 0.351 | MCP1 REferenc S
25.0 by an investigator blinded to treatment SCF | -0.068 -0.037|-0.078 -0.378 0.260 0.488 -0.158 0.122 0.491 0.583 -0.084 -0.206 0.319 0.157 0.369 - 0.214 -0.004 0.073 | 0.538 0.097 0.088 0.350 0.145 -0.144 0.164 0.428 0.508 0.540 -0.050 -0.041| SCF o
RANTES| 0.073 0.089 |-0.106 0.168 0.070 0.035 0.360 0.343 0.099 0.264 0.133 - 0.015 0.027 -0.099 0.222 -0.094 -0.580 0.088 0.001 0.249--0.325 0.220 -0.318 0.284 0.074 0.266 -0.120 0.288 | 0.535 | RANTES _1_ Akil et al. Neurosci Biobehav Rev. 2018:84.
. . . . . L. TIMP1 | -0.421 -0.353|-0.065 -0.031 0.361 0.076 0.392 0.532 0.133 0.358 0.063 0.463 0.284 -0.277 -0.135 -0.122 0.119 -0.162 -0.136 0.201 -0.047 -0.159 0.179 -0.134 0.046 0.367 0.204 0.338 0.151 0.209 0.334 | TIMP1 21 Miller AH |V|a|EtICV Raison CL. Biol. Psvchiatr
Prellmlnary analySIS |nC|UdEd generatlon Of deSC”ptweS; TNFR2 | -0.050 0.186 | -0.002 0.069-—0.007 0.143 0355 0.176 0.191 0.115 0.066-—0.011 0.251 0.314 -0.016 -0.348 0.379 -0.093 0.377 0.235 -0.148 0.405 0.111 0.119 0.450 0.510 0.279 0.511 | TNFR2 232 B M et al. BMC Med. 2013:11. y y
and Subsequent Spearman’s nonparametric Correlation VCAM-1| -0.250 -0.319| 0.187 0.224 ' 0.540 0.010 0.330 0.046 0.056 0.129 0.209 -0.191 0.449 0.000 -0.016 0.141 -0.163 -0.043 0.323 0.128 0.035 0.165 0.375 0.053 0.025 -0.089 0.372  0.601 0.295 0.319 0.477 |VCAM-1 L~ erx et a e 4
n i ic t n i t . " _i_.i t b i.n nd VEGF | 0.032 -0.257| 0.305 -0.201 0.048 ' 0.515 0.260 0.166 0.173 0.188 0.014 -0.301 -0.117 -0.024 0.201 -0.366 0.146  0.504 -0.300 0.134 0.018 0.024 0.252 0.212 0.260 -0.187 0.108 0.056 0.310 -0.009 0.089 | VEGF _4_ Dean OM et al. CNS Drugs 2012 26. J{ \
I I I ) i i ) i ) ] =y
d ZVS .S Oiv?ssess d afyde 8 OUP P (i)ViAeD;S asz e a VDBP | 0.202 0.175 | 0.165 -0.081 0.195 0.340 0.022 ' 0.499 -0.048 0.045 0.168 -0.013 0.422 0.317 0372 0269 0.151 0.137 0.127 0.135 0.264 -0.209 -0.089 0.287 -0.068 0.109 0.186 0.356 0.073 -0.059 VDBP _5_ Dean OM et al. AUStNZ./ PSVCbIOtI'y 2017: 51
en oint. easures o epression ( ) and anxiet VWF |-0.281 -0.195| 0.484 0.386 0.475 —0.283- 0.132 -0.179 0.035 0.460 0.228 0.363 0.299 0.087 0.391 -0.184 -0.296 0.478 0.057 0.060 0.117 0.060 0.348 -0.235 0.216 0.105 0.293 0.506 0.144 -0.044 vWF N
P ] P Y PLACEBOA |MADRS HAMA| AAT A2M B2M BDNF CRP €3 CCL11 FVIl  FRTN HAPT ICAM-1 IL-18 IL-1RA IL-8 IL12p40 IL-15 IL-18 IL-23 MIP-18 MMP3 MMP9 MCP1 SCF RANTES TIMP1 TNFR2 VCAM-1 VEGF VDBP vWF 6 Berk M Walker AJ Nleréhberg A. JAMA P Sy chiatr y 2019 76
(HAMA) were included to assess treatment response. & o " he Nt

Key: - -0.500 -0.250 0.000 0.250 0.500 - Statistical significance: p<0.01; p<0.05; p<0.08; p>0.08

o Abbreviations: AAT - alpha-1-antitrypsin ; A2ZMacro - alpha-2-macroglobulin ; B2M - beta-2-microglobulin ; BDNF - brain-derived neurotrophic factor ; CRP - C-reactive protein ; C3 - complement C3 ; CCL11 - eotaxin-1; FVII - factor VII; FRTN - ferritin ; - fibrinogen; GM-CSF - granulocyte-macrophage colony-stimulating factor ; HAMA — Hamilton anxiety rating scale
d e a k I n e d u a u (change in total score); HAPT - haptoglobin; ICAM-1 - intercellular adhesion molecule 1 ; IFNy - interferon gamma ; IL-1a - interleukin-1 alpha ; IL-1B - interleukin-1 beta ; IL-1RA - interleukin-1 receptor antagonist ; IL-2 - interleukin-2 ; IL-3 - interleukin-3 ; IL-4 - interleukin-4 ; IL-5 - interleukin-5 ; IL-6 - interleukin-6 ; IL-7 - interleukin-7 ; IL-8 - interleukin-8 ; IL-10 -

interleukin-10 ; IL-12p40 - interleukin-12 subunit p40 ; IL-12p70 - interleukin-12 subunit p70 ; IL-15 - interleukin-15 ; IL-17 - interleukin-17 ; IL-18 - interleukin-18 ; IL-23 - interleukin-23 ; MADRS - Montgomery—Asberg Depression Rating Scale (change in total score); MIP-1a - macrophage inflammatory protein-1 alpha ; MIP-1B - macrophage inflammatory protein-
1 beta ; MMP-3 - matrix metalloproteinase-3 ; MMP-9 - matrix metalloproteinase-9 ; MCP-1 - monocyte chemotactic protein 1 ; SCF - stem cell factor ; RANTES - t-cell-specific protein RANTES (also CCL5); TIMP-1 - tissue inhibitor of metalloproteinases 1 ; TNFa - tumor necrosis factor alpha ; TNFB - tumor necrosis factor beta ; TNFR2 - tumor necrosis factor
Deakin University CRICOS Provider Code: 00113B receptor 2 ; VCAM-1 - vascular cell adhesion molecule-1 ; VEGF - vascular endothelial growth factor ; VDBP - vitamin d-binding protem ; VWF - von willebrand factor.
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