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Memorandum

NDA 207027
Drug: PROMACTA (eltrombopag)
Indication: Thrombocytopenia/severe aplastic anemia
Applicant: GlaxoSmithKlline 

This memorandum is in reference to the approvability of GSK’s PROMACTA for oral 
suspension (25 mg packet). 

A comment was included in the CMC close-out memo for NDA 207027 regarding a 
genotoxic impurity that appears in the prepared suspension.  The impurity  
was positive for genotoxicity in the presence of a metabolic activation system, using a 
high throughput screening Ames assay.  The Applicant has elected to control the 
impurity according to the threshold of toxicological concern (TTC), whereby the 
acceptable intake of a mutagenic impurity of  μg per person per day is associated 
with a negligible lifetime cancer risk.

Conclusions: The issue of the genotoxic impurity that forms after preparation of 
the PROMACTA for oral suspension product is not a concern from the perspective of 
pharmacology/toxicology.  Furthermore, a strategy to mitigate the risk of being exposed to the 
genotoxic impurity has been implemented in Section 2.4 of the prescribing information where it 
is stated to “Administer the oral suspension immediately after preparation.  Discard any 
suspension not administered within 30 minutes after preparation.”  There are no other 
nonclinical concerns with regards to this impurity at this time.
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