CHAPTER V

CONCLUSIONS

In this study, the feasibility of developing stable and effective salmon CT nasal

spray preparations has been explored. The results can be summarized as follows:
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4 The appearance of all nasal solutions was clear and cﬂrgs The solutions
had a pH of about 3.5 and the osmolarity was within the isotonic range of 290 - 310
mOsm/kg. These two properties did not change during the stability evaluation either at
the recommended storage temperature (4 °C) or under the accelerated condition (30
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5. The percent labeled amount of all four batches was within 90.0 — 110.0 %

ranges. This was the same limit required for salmon CT injection BP 2002. The assay
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content was also stable for all batches for at least 4 months at 30° C (accelerated

condition) and for 12 months at 4° C (real-time storage condition).

6. The level of calcitonin C, a major heat-generated degradation product of
salmon CT solution, was also less than 7% limit after HPLC analysis (the same limit
required for salmon CT injection BP 2002) regardless of the formulation (100 or 200
IU) and storage conditions (30° C or 4° C). The four batches also met the BP
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products were able to deliver the desired amount of the solution accurately and

reproducibly.

9. The four batches also passed other in vitro tests such as the clarity and
sterility tests under both storage conditions (4 ° and 30 °C). The overall in vitro results
thus pointed to the suitability of the prepared nasal sprays for further in vivo

bioequivalence evaluation.
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10. Batch III of the prepared nasal spray (200 IU per spray) was selected as a
representative batch to test for in vivo bioequivalence in comparison with the innovator
product in twelve healthy male volunteers. Two sprays of 200 IU of salmon CT (total
dose 400 IU) was administered to each subject in a two-way crossover study. Plasma
concentrations of salmon CT were determined by radioimmunoassay (RIA).
Individual plasma concentration-time profiles were analyzed using graphical method.

The observed values of two important pharmacokinetic parameters, AUC and Cpmax,
were used for bioequivalence co &r
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12. Based on the résults from this study, it can be concluded that the prepared

salmon CT nfgal | sptay ‘sbidfibts| Were Jooth| pharmhacbutically equivalent and

bioequivalent to the innovator prodqgt. The data gggested a str(mg potential for the
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having acgeptable safety and bioavailability. If succeeded, the local production of

salmon CT nasal spray is expected to boost the prescription and utilization of this
highly expensive medication so beneficial to many osteoporosis and other bone

disorder patients.
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