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| Materials |l
Instrumentation Bortezomib is Commercialized by Millennium Pharmaceuticals (Mass,
HPLC analysis was performed at room temperature (—25°C) using a Shimadzu LC- USA) in the US and Janssen-Cilag in Europe under the trade name
6A pump equipped with Rheodine 7125 injection valve 20 pL, a Shimadzu SPD-6A Velcade. The vials are reconstituted with 1.4 mL of sterile NaCl 0.9%
spectrophotometric detector working at 270 nm. The signal from the detector was to obtain 2.5 mg mL?! solution of bortezomib. The
recorldlr and integrated with a chromatography data system Shimadzu C—%GE informaﬁﬂ states that reconstituted bortezomib at 1.0 mg iﬁ“

chromatopac; a LiChrospmr® 100 C18 (5 pm) LiChroCART® 250-4 column was “stable for 8 hours when stored at <25°C and protected from light,

employed. The mobile phase consisted of acetonitrile:water (40:60, v/V). and for 3 hours in a syringe. No information.was available at this

Flow rate: 1.5 mL min-. Retention time: 3.5 min moment about the stability of bortezomib soltition at 2.5 mg mL™
concentration. : |

RESULTS AND DISCUSSION

Bortezomib analysis
Table 1 provides stability data of bor
the dark over 30 days, tested at a di

Physical stability

All solutions, as reconstituted Iin the original manufacturer’'s glass vials,
were Initially clear and colourless and remained so for the duration of the
study. Also, no visible particles were observed in any solution throughout

mib (2.5 mg 1) stored at 4°C in
concentration of 125 ung mL™.

N
the study period. - II|
Accelerated degradation analysis i . ap Tablel I ‘.

PH study ' bortezomib 'I (Pigent of
The ultraviolet spectrum of bortezomib (200-365 nm) shows no variation in acid, neutral and basic b ;o_mib
medium with a maximum wavelength at 270 nm in all cases. Chromatograms of the samples in acidic remaining)

basic and neutral medium at different concentrations let to obtain a calibration graphs with a simila
slopes. The higher difference observed in these chromatograms were the presence of diverse peak
corresponding to a degradation products, principally in basic medium (tz=2.1 min).

Heat study

A sample of 125 ppm of bortezomib was heat at,90°C during different times. In the chromatogram

bortezomib obtained after heat the sample appears clearly the same degradation product mention
j)ove ascanb iefigure 1. Tre results ob shown insfigure 2. '
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Influence of sodium hypochlorite

Degradation of bortezomib with sodium hypochlorite also occurs g olent temperature, C £ 40 ——A
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