Question for the Sub-Committee meeting on September 22, 1999:

Discuss the merits of the following proposals in terms of providing assurance of the sameness of a drug made a commercial site and the clinical batches made at a pilot site:

A. Site specific stability data: 3 months accelerated data on 1-3 batches of the drug (see attached table).

B. Full ICH data on a combination 2 primary stability batches made at the pilot site, with 1 batch made at the commercial site.

C. Release data on 3 validation lots made at the commercial site plus a summary of the validation process, if the firm has submitted the ICH recommended primary stability data package.

DRAFT    DRAFT    DRAFT
FDAs Revised Proposal on Site-Specific Stability Data
Table 1:  Timing of Site-Specific Stability Data for an Original Application

Potential to have an adverse effect on the drug substance/product stability due to site-transfer




Major
Moderate
Minor

When the site-specific stability data will be needed
At submission
Midpoint in the review cycle
Post-approval in the Annual Report* (NDAs/ANDAs)

 * Applies if the commercial facility is approvable with the application.
Table 2:  Site-Specific Stability Data for a Drug Substance for an Original Application

Potential to have an adverse effect on the drug substance stability due to site-transfer






Major
Moderate
Minor

Examples
Drug substance whose polymorphic form or particle size is critical to the performance of the drug product. 
Drug substances susceptible to manufacturing conditions, technology or site transfer (e.g. biotechnology/biological products; environmentally sensitive substances).


All others



Amount of

SSS Data
3 months of accelerated* and long-term data on 1 batch, if sufficient primary data are available; or on 3 batches, if sufficient primary data are not available; plus the standard stability commitment.
3 months of accelerated* and long-term data on 1 batch, if sufficient primary data are available; or on 3 batches, if sufficient primary data are not available; plus the standard stability commitment.
The standard stability commitment 

DRAFT    DRAFT    DRAFT
Revised Proposal on Site-Specific Stability Data
Table 3:  Site-Specific Stability Data for a Drug Product for an Original Application


Potential to have an adverse effect on the drug product stability due to site-transfer





Major
Moderate
Minor

Examples 

  Modified release solid oral dosage forms 

  Sterile lyophilized powders 

  Liposomal formulations 

  Meter-dosed inhalers 

  Dry-powder inhalers

  Transdermal patches


  IR solid oral dosage forms where the Drug substance has low solubility/low permeability or low solubility/high permeability.

  Suspensions, semisolids, sterile solutions (including nasal, ophthalmic, topical solutions), sterile powders.  

  Drug Products containing drug substances potentially susceptible to manufacturing conditions (e.g. biotechnology/biological products, environmentally sensitive drug substances).
  IR solid oral dosage forms -- Drug substance has high solubility/low permeability or high solubility/high permeability 

  Non-sterile solutions, powders for oral solution or suspension

Amount of

SSS Data
NDAs
3 months of accelerated (from a 6-months study) and long-term data on 3 batches, if sufficient primary data are available; or 6 months of accelerated and 12 months of long-term data on 3 batches, if sufficient primary data are not available; plus the standard stability commitment.
3 months of accelerated (from a 6-months study) and long-term data on 1 batch, if sufficient primary data are available; or on 3 batches, if sufficient primary data are not available; plus the standard stability commitment.
The standard stability commitment


ANDAs
3 months of accelerated and long-term data on 3 batches; plus the standard stability commitment.
3 months of accelerated and long-term data on 1 batch; plus the standard stability commitment.
The standard stability commitment 

