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ABSTRACT

RESULTS

INTRODUCTION: The rapid and extensive sublesional bone loss after spinal
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analysis revealed that after SCI, trabecular bone volume at the distal femur was

reduced by -43% due largely to decreased trabecular number with an increase
In trabecular space; trabecular connectivity was greatly reduced associated with
transformation from plate-like to rod-like structures. Administration of the NP159 SCl+NP159 | e
almost completely prevented the declines In trabecular bone volume and
connectivity, primarily by Increasing trabecular number and preserving
trabecular space. SCI resulted in significantly decreased bone stiffness (-76.3%) N |
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(X20). Measurement is shown for (B) BFR/BS (mm?3/mm?/year), (C) MS/BS (%),
and (D) MAR (mm/day). These were all measured/taken in the area 1mm

underneath the growth plate. Bar=50um. Data are expressed as mean+SEM.
N= 5-7/group. NS, no significance. BFR/BS, bone formation rate; MS/BS,
mineralizing surface/ bone surface; MAR, mineral apposition rate.

(B—C) Parameters of trabecular bone resorption by histomorphometric
guantification: (B) Eroded surface/bone surface (ES/BS) and osteoclast
number over bone perimeter (N.Oc/B. Pm). Data are expressed as
mean £ SEM. N= 6-7 per group. *p<0.05 versus the indicated group.

(CFU-F) and von Kossa staining (CFU-ob) of cultured marrow stromal cells, and the quantification of
CFU-F* and CFU-ob cells. (B) The gene expression of bone formation markers by gPCR: osteocalcin and
BSP. Data are expressed as mean + SEM. N = 4/group. **p<0.01, ***p<0.001 versus the indicated group.

and BSP. Our findings suggest that NP159 induced osteoblastogenesis while
reducing osteoclastogenesis. CONCLUSION: In summary, treatment with

NP159 fully prevented sublesional loss of BMD and metaphysis trabecular bone
volume and preserved bone strength in a rat model of acute SCI. Because of Its
unique ability to reduce osteoclastogenesis and bone resorption while promoting A
osteoblastogenesis to maintain bone formation, Siglec-15 Ab may hold greater
promise than prior anti-resorptive agents alone to mitigate the striking bone loss
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IMPACT TO THE WARFIGHTER/SIGNIFICANCE
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