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Supporting Materials and Methods: 
Cells and viruses:

Hi-5 insect cells used to generate recombinant SgG1, SgG2 and M3 were routinely maintained at 28oC in TC-100 medium and grown in Express Five SFM (Life Technologies, CA, USA) when protein expression by baculovirus infection was required. HEK-293T cells used to express V5-tagged proteins were cultured at 37oC in DMEM supplemented with 10% fetal bovine serum. HSV-1 wild type strain SC-16 and wild type HSV-2 strain 333 were a gift from Dr Helena Browne (Cambridge University, UK). 

Generation of recombinant proteins: 

The generation and purification of soluble recombinant proteins (SgG1, SgG2 and M3) expressed with the baculovirus system has been previously described 1


[ ADDIN EN.CITE ,2]
. To express HSV-2 gD we amplified the gD ectodomain using primers HSV-2 gD-1 (5’-ATTCCATGG ATCGATTTCGCGGGAAGAACCTTCCGGTTTTGGACCAGC-3’) and HSV-2 gD-2 (5’-ATTGCATGCTTATGGTGCGGCGCGACGTCCTGGATCGACGGGA TGTGCC-3’), containing NcoI and SphI, respectively, from HSV-2 strain 333 DNA. The PCR product was cloned into pFastBacMel and the generation and purification of soluble gD was performed as before for SgG 1


[ ADDIN EN.CITE ]
. Briefly, the genes encoding SgG1, SgG2, and the ectodomain of gD were cloned in the pFastBacMel vector (modified from Invitrogen’s pFastBac vector). M3 was cloned into the pBac-1 vector (Novagen Corp.) Transfection of these vectors into insect cells generated the respective recombinant baculoviruses expressing Histidine-tagged SgG1, SgG2, gD or M3, allowing protein purification from the supernatant by affinity chromatrography 72 hours post infection 1


[ ADDIN EN.CITE ,2]
. The following procedure was used to express recombinant proteins in mammalian cells. SPV5-gG1FL is a promoter-free plasmid containing gG2 signal peptide followed by the V5-tag fused to the full-length gG1 protein generated by GeneArt (Life Technologies, USA). The SgG2- and M3-coding sequences were amplified from the plasmids pFastBacMel-SgG2 1


[ ADDIN EN.CITE ]
 and pBACM3 2[]
, respectively. The amplified fragments were cloned into SPV5-gG1FL replacing the gG1FL sequence by that of SgG2 or M3 resulting in the SPV5-SgG2 and SPV5-M3 constructs, respectively. The fragments SPV5-SgG2 and SPV5-M3 were extracted using NheI and KpnI and cloned into the expression plasmid pcDNA3.1-Zeo, producing the final plasmids pcDNA3.1-SPV5-SgG2 and pcDNA3.1-SPV5-M3. The constructs were sequenced to discard the presence of mutations.
Cross-linking experiments:

Cross-linking experiments were performed as previously described 3


[ ADDIN EN.CITE ]
. Purified recombinant SgG1, SgG2 and M3 were incubated with 0.2 (Ci of rat [125I]-NGF( (Perkin Elmer) during 30 min. The binding of [125I]-NGF to the recombinant proteins was competed with increasing concentrations of unlabeled NGF. The crosslinker BS3 was added after 30 min to the mixture and incubated for further 30 min. The complex was resolved in acrylamide gels by SDS-PAGE electrophoresis, fixed with 20% methanol and 10% acetic acid, dried, and exposed to a Kodak film.

Western blot, immunoprecipitation and immunostaining: 

TuJ1 sc-58888 antibody was from Santa Cruz (CA). Anti-V5 antibody was from Sigma (St. Louis, MO). p-TrkA Tyr490, p-ERK, p-AKT and p-cofilin antibodies were obtained from Cell Signaling (Danvers, MA). Extracellular TrkA AF1056 antibody was purchased from R&D Systems (Minneapolis, MN). Anti-p75 ab38335 used was from Abcam. Pan-Trk antibody was from Santa Cruz. SgG2 was detected with the monoclonal antibody 4a5a2 4[]
. For immunoprecipitation 10 μg of SCG neurons extract was incubated overnight with anti-TrkA antibody. Then, the mix was incubated with protein G-coupled agarose beads (GE Healthcare Waukesha, WI) and washed three times with lysis buffer (1% NP40, 50mM Tris pH 7.5, 150mM NaCl and protease and phosphatase inhibitors) prior to analysis by SDS-PAGE and western blotting. For immunofluorescence analysis, neurons were fixed with 4% PFA for 10 min and permeabilized only when indicated. Cholera toxin ß subunit-FITC used to detect GM1 rafts was from Sigma. GM3 polyclonal antiserum was kindly provided by Dr. Illa, Santa Creu I Sant Pau Hospital 5


[ ADDIN EN.CITE ]
. Phalloidin-TRITC was purchased to Sigma. Phalloidin Alexa 488, To-Pro-3 and secondary antibodies used were from Life Technologies (Life Technologies, CA, USA). Confocal analyses were performed with LSM 510 Confocal Laser Scanning Microscope from Carl Zeiss (Göttingen, Germany). Analysis and treatment of images were performed using LSM Image Browser, Fiji and Adobe Photoshop.
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