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Tobramycin Inhalation Solution.  Twice daily, patients nebulize 5 ml of the solution for 
inhalation; a total of 10 ml potentially providing up to a /day exposure to   This is 

 to the qualification threshold proposed by the Product Quality Research Institute for 
leachables in orally inhaled and nasal drug products, based on safety thresholds for known 
toxicants.  As there are no special concerns regarding the toxicity of  (e.g., neither 
mutagen nor potent respiratory sensitizer), the proposed threshold that would allow up to 

/day exposure is considered adequate.  Of note, the 3 registration batches to determine stability 
of the Tobramycin Inhalation Solution to be included in Kitabis™ contained concentrations of 

 ranging from .
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The pharmacologist has no objection to the approval of NDA 205433 for Tobramycin 
Inhalation Solution and PARI LC® Plus Reusable Nebulizer, provided that the Chemistry 
Reviewer agrees with the sponsor’s assessment that the product contains no impurities or 
degradation products that need to be qualified via nonclinical testing.  The label for this product 
should, as appropriate, be consistent with the labels for TOBI® (NDA 050753) and the TOBI 
Podhaler (NDA 201688).  The label for Tobramycin Inhalation Solution and PARI LC® Plus 
Reusable Nebulizer was written in PLR format, so a few editorial changes were made to the 
nonclinical data discussions in Sections 8.1 and 13 for clarity.  None were scientifically 
substantive.  The first paragraph of Section 8.1 contains clinical information; the Medical Officer 
may want to consider adding some additional language here, or refer to the Warnings section 
regarding the congenital deafness observed in offspring from women who received streptomycin.
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