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Supplementary Table 1.  Metabolic Profile of the Mice Under Study.  Serum glucose, plasma insulin and body weight were determined as 
indicated below.  Note that for all body weight measurements, the first value represents the day of Stz injection (for bone marrow 
transplantation mice, this occurred 4 weeks after irradiation/reconstitution), and then one month and two months after stz injection (note that 
two months after stz injection corresponds to the time of nerve crush). All values represent Mean  SEM. 
 
Group     Serum glucose (mmol/l) Plasma Insulin (pmol/l) Body weight (gms) 
             Stz Injection One Month  Two Months 
 
Wild-type, non-diabetic  7.54  ± 0.75   1.9270.190   21.530.41 22.610.43 23.740.45 
Wild-type, diabetic   22.76 ±0.73*   1.4340.107*   21.730.27 22.160.28 22.600.28 
RAGE null, non-diabetic  6.61 ± 0.59    2.2610.145   20.410.27 21.430.28 22.080.18 
RAGE null, diabetic   22.75  ± 0.96*   1.573-0.215**  21.220.17 21.430.28 22.500.30 
 
Group       
Donor Bone Marrow/ 
Wild-type recipient 
 
Wild-type BM, non-diabetic  
Recipient    7.38 ± 0.81   2.1100.184   21.940.30 23.260.33 24.650.35 
 
Wild-type BM, diabetic 
Recipient    21.64 ±0.93*   1.8360.158*   22.970.19 23.200.21 23.440.21 
 
RAGE null BM, non-diabetic 
Recipient    6.49 ± 0.49   2.4960.118   20.850.29 22.100.30 23.400.32 
 
RAGE null BM, diabetic 
Recipient    23.64  ± 0.85*   2.0420.066*   22.760.16 22.990.16 23.200.16 
Serum Glucose:  *p<0.05 vs. respective non-stz-treated control group.  There were no RAGE-dependent statistically significant difference. 
The only significant differences were between stz-treated vs. vehicle-treated mice. 
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Serum Insulin:  *p<0.05 and **p<0.01 vs. respective non-stz-treated group. In the bone marrow 
transplantation group of mice, *p<0.05 vs. RAGE null BM, non-diabetic recipient; *p<0.05 vs. RAGE 
null BM, non-diabetic recipient 
 
 
Supplementary Figure 1. Co-expression of RAGE and perineurial (MUC1), endoneurial (CD31) and 
Schwann (S100) cell markers. Non-diabetic and diabetic wild-type sciatic nerve cross sections of distal 
side, 21 days post-crush, were stained for presence of RAGE in perineurial cells (A), endoneurial vessels 
(B) and Schwann cells (C). Scale bar 50µm. 
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Supplementary Figure 2. (schematic) Cross and longitudinal section of sciatic nerve depicting area of 
macrophage infiltration as studied in our paper. The distance between crush and distal side was about 5 
mm. 
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Supplementary Figure 3.  Macrophage infiltration in non-diabetic and diabetic sciatic nerve at baseline 
pre-crush injury. Immunostaining for F4/80 was performed on unlesioned nerves at the site 
corresponding to their crushed counterparts. Statistical analysis revealed no significant differences in 
number of macrophages among all the groups, n=6 mice per group. Mean  SEM is reported. 
 

 
 
 
Supplementary Figure 4.  Macrophage infiltration in non-diabetic and diabetic sciatic nerve at baseline 
pre-crush injury.  Immunostaining for F4/80 was performed at baseline on unlesioned nerves from bone 
marrow transplanted mice at the site corresponding to their crushed counterparts. Statistical analysis 
revealed no significant differences in number of macrophages between all groups, n=6. Mean  SEM is 
reported. 
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Supplementary Figure 5.  Deletion of RAGE in diabetic mice restores effective axonal regeneration 
and improves nerve conduction velocity after acute sciatic nerve crush.   Note that the Supplement 
contains only the enlarged images; therefore, the item lettering pertains to the exact lettering in the text.   
Histological analysis of sciatic nerve myelinated fibers 21 days post acute injury in non-diabetic and 
diabetic mice. A-D, unlesioned nerve at baseline; and F-I, crushed nerve 21 days after surgery. Semi-
thin sections reveal a significant difference in number of myelinated fibers per mm2 between wild-type 
and RAGE null diabetic mice, indicating that RAGE deletion is beneficial for nerve regeneration in 
chronic hyperglycemia post injury.  Scale bar: 50 µm2, n = 9 mice per group. 
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Supplementary Figure 6.  Expression of RAGE and its ligands in diabetic peripheral nerve: baseline 
and post-crush injury. Note that the Supplement contains only the enlarged images; therefore, the item 
lettering pertains to the exact lettering in the text.   The indicated mouse groups were subjected to acute 
sciatic nerve crush injury and the indicated staining performed in A-B, D-E, G-H.  A-B) RAGE; D-E) 
HMGB1; and G-H) CML-AGE in the sciatic nerve tissue 21 days post-crush injury.  Similar staining 
was performed at baseline uncrushed state (not shown). Scale bar: 100 µm; n=5 mice per group.  
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Supplementary Figure 7. Morphometric analysis of sciatic nerve regeneration. Note that the 
Supplement contains only the enlarged images; therefore, the item lettering pertains to the exact 
lettering in the text.   Number of endoneurial vessels and axonal caliber of regenerating axons was 
quantified in crushed sciatic nerve section of non-diabetic and diabetic mice 21 days post-surgery, A-B. 
Magnified images show endoneurial vessels (arrows) and size of regenerating axons (A-B), scale bar 25 
µm; n=9 per group. Oil Red O staining was performed on longitudinal nerve sections 7 and 21 days 
post-surgery, E-F. At day 7 (E), the most abundant staining was observed for RAGE null diabetic group 
while at day 21 (F,) the largest area of staining was observed for wild-type diabetic group. Scale bar: 50 
µm, n=5. 
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Supplementary  Figure 8. Macrophage infiltration and polarization in diabetes and crush injury: effect 
of RAGE. Note that the Supplement contains only the enlarged images; therefore, the item lettering 
pertains to the exact lettering in the text.   The indicated groups of mice were subjected to diabetes or 
non-diabetes state; on day 7 after crush injury, tissue was retrieved and the indicated immunostaining 
experiments were performed as follows:  A-D) Immunofluorescence staining for F4/80 (red) and DAPI 
(nuclei) staining of sciatic nerve cross section in the indicated mouse groups 7 days after injury.  Scale 
bar: 50 µm.  E-F) representative images of sciatic nerve cross sections multi-stained for RAGE (red) and 
F4/80 (green) and DAPI (blue). Scale bar 25 µm.  N=6 mice per condition. 
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Supplementary  Figure 9. Deletion of RAGE in bone marrow in diabetic mice restores effective axonal 
regeneration and improves conduction velocity after acute sciatic nerve crush. Note that the Supplement 
contains only the enlarged images; therefore, the item lettering pertains to the exact lettering in the text.   
Histological analysis of sciatic nerve myelinated fibers 21 days post acute injury in wild-type mice 
subjected to lethal irradiation and reconstitution with the indicated bone marrow (wild-type or RAGE 
null) followed 4 weeks later by induction of diabetes or non-diabetic state. A-D, unlesioned nerve at 
baseline; F-I, crushed nerve 21 days post-surgery. Semi-thin sections reveal a significant difference in 
number of myelinated fibers per mm2  between wild-type mice reconstituted with RAGE null vs. wild-
type bone marrow in the diabetic state, indicating that transplantation of RAGE deficient bone marrow is 
beneficial for nerve regeneration in diabetes post injury. Scale bar:50 µm, n = 8 mice per group. 
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Supplementary Figure 10. Macrophage infiltration and polarization in diabetes and crush injury: effect 
of bone marrow RAGE expression. Note that the Supplement contains only the enlarged images; 
therefore, the item lettering pertains to the exact lettering in the text.   The indicated groups of mice 
were subjected to diabetes or non-diabetes state; on day 7 after crush injury, tissue was retrieved and the 
indicated immunostaining experiments were performed as follows:  A-D) Immunofluorescence staining 
for F4/80 (red) and DAPI (nuclei) staining of sciatic nerve cross section in the indicated mouse groups 7 
days after injury.  Scale bar: 25µm.  

 

 


