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IMPURITIES IN DRUG ANALYSIS: KNOWNS AND UNKNOWNS
Bianca Avramovitch
Analytical Technologies Unit, Global Generic R&D, Teva Pharmaceuticals Ltd., Jerusalem, Israel
E-mail: bianca.avramovitch@teva.co.il
The various guidances available today provide a framework of requirements for impurities (related and degradation products), found in active ingredients (API) as well as in finished drug products (DP). These guidances refer to "standard" impurities, the ones with no high toxicity. The analytical levels of detection are tailored as such, according to the maximum daily dose concept. 

How are you supposed to know you have an unusual potency/toxicity impurity under the usual (maximum daily dose based calculation) threshold? How can the identification and qualification be performed?  

New acronyms and initialism fashion is revealed by the various positions on those high potent, genotoxic impurities: from the trivial FDA and MHRA initials to the ALARA principle (As Low As Reasonably Achievable), LOAEL (Lowest Observed Adverse Effect Level), NOAEL (No Observed Adverse Effect Level), TTC (Threshold of Toxicological Concern), TCC (Toxicological Concern Concept), PDE (Permissible Daily Exposure), PDLI (Phase-Dependent Limits for Impurities), PGI (Potentially Genotoxic Impurity)… New guidances were issued on these special genotoxic impurities.

The main novelty of these new guidances is their limits correlation with the lifelong exposure. 

The new limits required for PGI's in the complex matrix of the drug product and the API-impurity chemical similarity (structure and activity) are a significant challenge from the analytical point of view and will be discussed in the lecture.
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