Appendix 4A: Cell-death signaling maps based on retinal gene regulation after intraorbital nerve crush
and intraorbital nerve transection.
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Cell-death signalling map summarizing the regulation and gene interactions of retinal-regulated genes after
intraorbital nerve crush (IONC) and intraorbital nerve transection (IONT) injuries. Data from our array

analyses were loaded in MetacoreTM and MapEditorTM softwares (Genego Inc.). Significantly regulated
MetacoreTM cell death signalling maps were merged and a custom map was generated using curated gene
interactions. Gene interactions are represented by directional colour-coded arrows: grey unknown, green: activation,
red: repression or inactivation of the target. Interactions are as follow: B: binding; +P: phosphorylation; TR:
transcription; C: cleavage; IE: influence on expression; ?: not specified. TNFR1a, TRADD, c-fos (AP-1 complex)
and Caspase 3 protein expressionhas been analyzed by western blotting, and Stat-1, TNFR1a, and TNFR12a mRNA
regulation has been validated by qRT-PCR.



Appendix 4 B: Relation of IONT and IONC regulated genes shown in the signalling maps and their temporal regulation. Data shown here are statistically significant net changes in gene

expression (pvalue FDR limma and maSigpro <0,01 and . Below 1 d lation, above 1 up lation. Empty cells refer either to control level of expression which is one or to not

statistically significant changes. IONT: i ital nerve ion. IONC: i ital nerve crush.

Gene Name Symbolin map GENE IONT  IONT IONT IONT IONT IONT IONC IONC IONC IONC  IONC
SYMBOL 12h 24h 48h 3d 7 15d 12h 24h 48h 3d d

BACULOVIRAL IAP REPEAT-CONTAINING 4 XIAP Birca 044 091 044 222 016 059 024

B-CELL CLL/LYMPHOMA 10 Bol-10 Bcl10 148 113 144 083

BCL2 MODIFYING FACTOR BMF Bmf 043

BCL2-ASSOCIATED X PROTEIN Bax Bax 162 125 119

BRAIN AND REPRODUCTIVE ORGAN-EXPRESSED PROTEIN BRE Bre 154

CASPASE 11 Caspase 4 Caspll 119 144 165 390 134 140 115 149 137 127

CASPASE 2 Caspase2 Casp2 020 097 021 050

CASPASE 3, APOPTOSIS RELATED CYSTEINE PROTEASE Caspase3 Casp3 647 162 783 123 302 125 132

CATHEPSIN C Ctse Ctse 389 152 310 194 261 131 309

CATHEPSIN H Ctsh Ctsh 162 171 149

CATHEPSIN L ctsl csl 15 136 150

CATHEPSIN S Ctss Ctss 119 122 139 264 225

CATHEPSIN Z Ctsz Ctsz 286 191 606 443 440

CYCLIN D2 Cyclin D2 Cend2 568 137 324 152

CYCLING1 Cyclin G1 Cengl 172 159 149 146

CYCLIN-DEPENDENT KINASE INHIBITOR 1A p2l Cdknla 140 141 162 305

CYCLIN-DEPENDENT KINASE INHIBITOR 18 P27KIP Cdknlb 137 114 116 110

FBJ MURINE OSTEOSARCOMA VIRAL ONCOGENE HOMOLOG APL Fos 579 222 573 261 588 081 389 308

FOS-LIKE ANTIGEN 1 APL Fosl1Fra-1 978 116 1109 1267

GROWTH ARREST AND DNA-DAMAGE-INDUCIBLE 45 ALPHA GADD45alpha  Gadd45a 238 123 377 240 343 115 214 218

HEAT SHOCK 70KD PROTEIN 5 HSP70 Hspas 128 15 139 120 130 079 185

HEAT SHOCK PROTEIN 1, ALPHA HsP90alpha Hspca 114 12 114

JUN ONCOGENE APL Jun 241 116 113 128 038 039 035 03 036

JUN-B ONCOGENE APL Junb 1630 115 1655 205 789 549

LPS-INDUCED TN FACTOR Litaf 831 520 914 377 244 306 612 490 507 275 445

MAD HOMOLOG 4 Smad 4 Smadd 092 070 080 057

MITOGEN ACTIVATED PROTEIN KINASE 1 ERK Mapk1 060 082 054 060 067 075 038 060 061 08 057

MITOGEN ACTIVATED PROTEIN KINASE 14 p3salpha Mapk14,p38 169

MITOGEN-ACTIVATED PROTEIN KINASE 9 INK Mapk9 114 05 088 054 058

MYELOID CELL LEUKEMIA SEQUENCE 1 Mell Mel1 184 152 182 178 109 160

NIBRIN nibrin Nbn 127 127

PROTEIN PHOSPHATASE 1B, MAGNESIUM DEPENDENT, BETA ISOFORM PPM18 Ppmib 064 082 05 063 075 062 043 059

PROTEIN PHOSPHATASE 3, CATALYTIC SUBUNIT, ALPHA ISOFORM  Calcineurin Ppp3ca 114 920 126 382

RAD9 HOMOLOG B RAD9 Radgb 746 263 573 323 200 276 625 235 512 164 332

RETINOBLASTOMA 1 RB protein RbL 199 179 183 083 084 084

RIBOSOMAL PROTEIN S6 KINASE POLYPEPTIDE 2 PIORSK3 Rps6ka2 671 171 741 19

SERINE/THREONINE KINASE 6 Aurora Stk6 150

SIGNAL TRANSDUCER AND ACTIVATOR OF TRANSCRIPTION 1 Stat1 Statl 652 169 733 165 656 448 651

SPHINGOSINE KINASE 1 Sphk1. Sphk1 25 301 177 493 280 360

SPHINGOSINE KINASE 2 sphi2 Sphk2 136

SPHINGOSINE PHOSPHATE LYASE 1 Sgpl1 Sgpl1 218 137 224 122

SON OF SEVENLESS HOMOLOG 1 508 Sos1 117 066 052

TUMOR NECROSIS FACTOR RECEPTOR SUPERFAMILY, MEMBER 12A  TNFRSF12A Tnfrsf12a 579 394 1176 891 329 162 477 236 1061 468 415

TUMOR NECROSIS FACTOR RECEPTOR SUPERFAMILY, MEMBER 1A TNFRL Trfrsfla 715 246 622 370 180 190 888 524 590 481 338

TYROSINE 3-MONOOXYGENASE/TRYPTOPHAN 5-MONOOXYGENASE A(14.3.3 Ywhah 085 088 056

V-RAF-1 MURINE LEUKEMIA VIRAL ONCOGENE HOMOLOG 1 c-Raf-1 Rafl 260 083 086 079

YY1 TRANSCRIPTION FACTOR Y1 Yy1 078 083 0.80 097 0.69 074 0.76 0.69 068 074



