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SUPPLEMENTARY FIGURE LEGENDS

Supplementary figure 1. Circulating levels of OPG and RANKL in response to anti-LRP6 antibody
treatment in naive mice. Systemic expression of (A) OPG, (B) RANKL and (C) RANKL/OPG in naive mice

treated with anti-LRP6 Ab or isotype for 7 and 14 days. Results plotted as mean + SD.

Supplementary figure 2. Anti-LRP6 antibody prevented trabecular bone loss in a separate cohort of
5TGM1-bearing mice. MicroCT-derived (i) trabecular bone volume fraction (BV/TV, %), (ii) trabecular
thickness (Tb.Th, mm), and (iii) trabecular number (Th.N, N/mm) in the distal femoral metaphysis (A) and
L4 lumbar vertebrae (B) in all respective groups in repeated 5TGM1-bearing mice treated with anti-LRP6

AB alone or isotype for 21 days. Results plotted as mean % SD.

Supplementary figure 3. Anti-DKK1 antibody prevented trabecular bone loss in 5TGM1-bearing mice.
MicroCT-derived (i) trabecular bone volume fraction (BV/TV, %), (ii) trabecular thickness (Tb.Th, mm), (iii),
trabecular number (Tb.N, N/mm), (iv) cortical bone volume (Ct.BV, mm3) and (v) cortical thickness (Ct.Th,
mm) in the distal femoral metaphysis (A) and L4 lumbar vertebrae (B) of naive and 5TGM1-bearing mice

treated with anti-DKK1 Ab alone or isotype for 21 days. Results plotted as mean + SD.

Supplementary figure 4. Anti-LRP6/DKK1 combination strategy led to significant elevations in bone
volume in naive mice. (A) MicroCT-derived (i) trabecular bone volume fraction (BV/TV, %), (ii) trabecular
thickness (Tb.Th, mm), (iii) trabecular number (Tb.N, N/mm), (iv) cortical bone volume (Ct.BV, mm?3) and
(v) cortical thickness (Ct.Th, mm) in the distal femoral metaphysis. (i) Mineral apposition rate (MAR,
um/day), mineralising surface (MS/BS, %) and (iii) bone formation rate (BFR, um?®/um?/day) measured on
trabecular (B) and endocortical bone (C) surfaces within femora of naive mice treated with anti-

LRP6/DKK1 Ab combination or isotype for 21 days. Results plotted as mean + SD.
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Supplementary figure 2.
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Supplementary figure 3.
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Supplementary figure 4
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