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Example I: Denosumab (RANK-L Inhibition) (Figure 4) ©7! REFERENCES

e MSPM Qualification: Can the MSPM predict clinical observations that were

not included in the original model development? In this case, endpoint data collected METHODS — EXAMPLE Ill: EXTENTION TO INCLUDE FRACTURE RISK
from a separate clinical study
Example II: Menopause and GnRH Modulation (Figure 5) Subject Level Data: 2005-2008 NHANES“” | Repeated Time-to-Event Fracture Risk Model"*!
e Demographics, dual energy X-ray absorptiometry, body measures, osteoporosis,

and reproductive health datasets
e 1605 postmenopausal ¢ of 63 yr mean age and 45 yr mean final menstrual period
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e Exponential survival (fraction without fracture) time: S(¢) = o Uy hlw)dw)®

e Hazard: time-dependence through BMD(t): h(t) = e/»*(1+0znpx(BMD(#)—-BMD))

Example III: Link BMD Change with Fracture Risk (Figure 9) (FMP) age; 1 femoral neck BMD measure and 0-5 (204 total) fracture events each e BMI, ethnicity, and "M Fyge included as covariates on BMD model
e Develop model simultaneously characterizing BMD and fracture risk

e Provide model-based decision support for gonadotropin releasing hormone (GnRH)
modulator programs intended for the management of EM
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