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1.  
Introduction 


This document is intended to provide additional information for the preparation of an application file (ACTD-Quality section dealing with Stability). It should be read in conjunction with the ASEAN Stability Guideline

1.1
Applicability of ASEAN stability guidelines: 

Q1
:
It needs to be clarified if this guideline applies to NCEs only. Does the ASEAN Stability Guideline apply to the stability and storage conditions of the Active Pharmaceutical Ingredient (API)?
A1
: It is already mentioned in the scope of the guideline that the drug products covered in this guideline  are  NCEs, Generics and Variations (if required), it does not include Active Pharmaceutical Ingredient (API), biologics/biotech products, and drug products containing vitamin and mineral preparation.
1.2 Impact on renewals

Q1
: 
The impact on the life cycle management of established products which are already registered in ASEAN region also needs clarification. For example, what is the impact on renewals - would stability need to be conducted at the new conditions?

A1
: 
For products already registered in the ASEAN region where the stability profile has been established and there is no evidence of adverse events reported there is no need to conduct stability at the new condition. Proof of the existing shelf life can be obtained from Post Market Stability Monitoring Program/on going stability..
1.3 Lead time before implementation

Q1
: 
The proposed ASEAN conditions may force to package design of many products and new stability testing to establish a new shelf life. What would be the lead time allowed for compliance before implementation?

A1
: 
Lead time (December 31, 2008) for implementation has been decided by consensus in Jakarta Meeting (January 2004)
Q2
: 
What is the Impact on Pending Approval Products  (product registrations have been submitted prior to the implementation date but review is underway when the mandatory implementation comes effective) ?

A2
: 
Countries may decide independently on product that have been submitted prior to the implementation date. Since the date of implementation is only a formal start on mandatory implementation to accept CTD format and the requirements according to ACTD.
2. 
General Issues 

2.1 
Additional Clarification

Q1 
:
Kindly provide the selection criteria for the term “established products”. The term “established products” should be clearly defined.

A1
:  
Established product means a product that is registered before the ASEAN stability mandatory implementation date i.e. 31st December 2008 and shown to be stable under real market condition.

Q2
: Kindly clarify on the nature of ‘adverse events’. Should it be of quality in nature.

A2
: Adverse events means undesirable events related to quality under storage condition.


2.2 
Stability Data for Major and Minor Variations
2.2.1
Stability conditions

3. 
Issues in Design

3.1 
Photostability Testing
Q1 : 
Is photostability testing necessary for all products?
A1 : 
No, only if appropriate like in the case of  NCE and products that are photosensitive.

3.2 
Selection of Batches

Q1
: 
For conventional dosage forms (e.g. immediate release solid dosage forms, solutions) and when the drug substances are known to be stable, stability data on at least two pilot scale batches are acceptable. Please clarify if this is only valid for generics and variations and not for NCE.

A1
: Yes, It applies only to generics and variations since the stability of NCE has not been yet established. 

Q2
: 
For Generics and Variations, Number of Batches  for Accelerated Study is min. 2 for both conventional and critical dosage forms, please confirm that 2 batches are accepted for both as  it should be the same number as in Real Time Study

A2
: 
For conventional dosage forms (e.g. immediate release solid dosage forms, solutions) and when the drug substances are known to be stable, stability data on at least two pilot scale batches are acceptable.

For critical dosage forms (e.g. prolonged release forms) or when the drug substances are known to be unstable, stability data on three primary batches are to be provided. 

The same number of batches are required for real time study.

3.3 

Specification (Testing Parameter)
Q1 : 
Extractables would be expected for ophthalmic products in stability studies - company might perform an extractables evaluation but would not normally include this in stability testing.

A1 : 
Extractables is part of development work or investigation of a new container component extractive studies to identify all potential extractives from the container (e.g. plastic bottle, rubber stopper) may be undertaken. In most of cases (and from practical perspective) this can be done at starting and end time points in stability testing.
3.4 

Testing Frequency

Q1 : 
Alternatives to accelerated study. Please clarify and give example of the case being applied with this condition.

A1 : 
Please refer to the updated version of the Guideline Stability (Section 4.6.2 – Alternatives to Accelerated Study has been deleted and ignore the relevant statement on testing frequency in section 4.5
3.5 Storage Condition (General Case)

Q1 : 
What are the objectives of  stress study? What is the stress study condition?

A1 :
Stress studies are necessary for analytical method validation, pharmaceutical formulation, identifying and monitoring potential degradants in the finished product during stability testing etc.

Considerations in favour of  stress stability testing:

1. intrinsic stability of the molecule

2. identification of likely degradants

3. no standard method, 10-30% degradation, stress factors, conditions and time

4. solid state degradation (supporting information because decomposition at high temperatures may take place by a different reaction mechanism). 
In the Jakarta meeting we only showed that 400C/75% RH is more stressful than 250 C/80% RH as far as humidity is concerned. It means stability testing at an extremely high humidity condition, e.g., 25°C/80% RH, as recommended by ICH is not necessary if data from accelerated studies at 400 C/75% RH are available.
Q2 
:
Stress studies are not needed for analytical method validation. It is done to obtain data early on, on the overall stability of the compound

A2 : 
It is needed for the development of analytical procedures early on which then needs to be validated. Special emphasis should be given to specificity of stability indicating methods

Q3 : 
For NCE Drug Products,  meaning of  “long-term” may be different to that of “real time”.
A3 : 
According to the glossaries, the words “real-time” used by ASEAN and  “long-term” used by ICH have the same meaning.

3.6 
Container Closure System

Q1
: 
Permeable-impermeable needs definition in the case of foils/films used in blister packing of tablets and capsules. In addition the sampling of the primary packaging material is a critical quality issue and the specifications may not sufficiently protect the product, if the blistering operation has not been properly validated.

A1
: 
The classification of packaging as moisture-permeable or moisture-impermeable should be evaluated based on actual data on water vapor permeability (ASEAN Guideline provides a start).

There should be flexibility in the definition of pack permeability to allow scientifically robust arguments to be provided on a product by product basis.

The stability of a product depends not only on the nature of the packaging material but also on factors such as conditions during packaging, pack design and pack geometry, including headspace.

This matter should be discussed further with the expert forum/committee.
Q2
: 
For all semi-permeable container,  should data on water permeability  always be submitted in all stable and less stable drug?

A2
: 
No, if it is known with certainty that the degradation mechanism is not water mediated.

3.7 

Evaluation

Q1 : 
Statistical analysis could be expected for initial applications and products showing variation in stability profile – including 95% confidence intervals as well as regression analysis, of degradants as well as assay - this would require additional analysis.

A1 : 
Statistical Analysis is not always necessary.

Confer ICH Q1E:  Where the long-term data and accelerated data for an attribute show little or no change over time and little or no variability, a statistical analysis is normally considered unnecessary but justification for the omission should be provided.

3.8 

Stability Commitment
Q1 : 
If submitted data is based on conditions that are less stressful (e.g. 30oC/65% RH) than those required (30oC/75% RH), what has to be done?

A1 : 
In the transition period (until end of 2008, national authorities may decide either not to allocate a shelf life and to require more data before the product is approved, or to allocate a shelf life based on technical judgement and to require a commitment that the applicant will generate data under the new guideline conditions (30oC/75% RH, or 40oC/75% RH, or both) within a specified period.
3.9 

Statements/Labeling

Q1
: 
It would be good to provide a labeling guidance similar to the EMEA Guidance e.g. if the stability is conducted at 30oC/75% RH then storage condition wording could be “Store below 30oC”.  But for storage condition of “Store below 25oC”, then what is the suitable stability testing condition, at 25oC /75% RH?)

A1 : 
Confer CPMP/QWP/609/96/Rev 1 Note for Guidance on Declaration of Storage Conditions: Results from stability studies, presented at the time of submission, should serve as guidance and there should be a direct linkage between the label statements and the demonstrated stability characteristics of the finished product.

The relevant storage condition can be used based on product characteristics during product development stage e.g.  250/60%RH,  300/75%RH
4. 
Issues in Annexes

4.1 

Reduced Design (Bracketing and Matrixing)

4. 2 

Extrapolation of Data

Q1
: 
Submitted data for real time storage is for 12 months only. However, statistical analysis indicate that the shelf life can be 4 years. Will an extrapolated shelf life of 4 years be granted? 

A1
: 
No. The extrapolated shelf-life may be up to twice, but should not be more than 12 months beyond, the period covered by real time data, depending on the change over time, variability of data observed, proposed storage conditions and extent of statistical analyses performed.



Confer Appendix A: Decision Tree for Data Evaluation for Retest Period or Shelf Life Estimation for Drug Substances or Products in Q1E EVALUATION FOR STABILITY DATA

4.3. 

Example of Types, Thickness and Permeability Coefficient of Packaging Materials
Q1
: 
Due to variation in physical characteristic of packaging material being used by drug manufacturers (all semi-permeable container), should data on water permeability  always be submitted in all stable and less stable drug?
A1 : 

As far as it concerns the material yes, but please note that the stability of a product depends not only on the nature of the packaging material but also on factors such as conditions during packaging, pack design and pack geometry, including headspace.
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