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1.4.
Introduction of a Store below 25oC Category into the Guideline

Q1:  A provision with regard to “store below 25oC should be included in the ASEAN guideline to ensure all authorities interpret it in a consistent manner. The ICH condition of 25 oC/60%RH should be used for such products where it can be shown that the packaging configuration is impermeable to moisture.
A1:

· 25oC/65%RH - Specify 25oC as MKT (Mean Kinetic Temperature) with allowance for excursion between 15oC to 30oC and transient spikes up to 40oC not exceeding 24 hours may be tolerated.
· 30oC/75%RH - Specify 30oC as MKT (Mean Kinetic Temperature) with allowance for excursion between 20oC to 35oC and transient spikes up to 40oC not exceeding 24 hours may be tolerated.
· Data for Mean Kinetic Temperature (MKT) at least should cover 1 (one) year data, hence would cover all seasons. In addition, according to the USP, total number of storage temperatures recorded are minimum 52 weekly entries.
Q2:  What are the stability data requirement for product to be labeled “Store below 25(C or do not store above 25(C (under controlled air-conditioning)?”
A2: 
“Stability data at 25(C/60%RH for at least 12 months and accelerated condition for 6 months should be submitted to support a storage claim of “Store below 25(C or do not store above 25(C (under controlled air-conditioning)”.

2.2.
Stability Data for Major and Minor Variations

2.2.1 Stability conditions
Q1:  On what stability conditions should be followed if a change affecting stability is proposed for an already licensed product, will the expectation be that this is conducted at 30/75? E.g. for products where stability profile was established at older (25/60 or 30/65) conditions. Will that variation affecting stability continue at the original conditions i.e. 25/50 or 30/65? If the new condition (30/75) is required and this data demonstrates the stability profile changed from that originally registered, it would be difficult to assess whether this is due to the variation or the new stability condition.  

A1:   Decision should be made based on scientific justification of the variables to be assessed (the changes and the storage condition). A rational justification from the applicant should be provided.
4.1 Reduced Design (Bracketing and Matrixing)
Q1:   In Table 1 (Example of a Bracketing Design), when only   product of 75 mg strength with 3 different container sizes are submitted for registration in ASEAN country using stability data of the strength 50 and 100 mg studied in country of origin, is this acceptable?  Should any other supporting study be required?
A1:
All complete study report on 50 and 100 mg where by include the 75 mg in bracketing design should be submitted as a supporting document
4.4 Specification (Testing Parameter)
Q1:  Does full testing as per Finished Product Specification need to be carried out for stability study?
A1 :  Refer  to ASEAN Stability Guideline para 4.4. 

In case it is not stability indicating parameter, the test should not be conducted, However, related stability indicating parameter not conducted in the finished product, should be conducted.
4.5 Testing Frequency
Q1:  If the innovator claims two years shelf life, what should be the last time point for accelerated condition at 40° C/75% RH?

A1:   Refer to ASEAN Stability Guideline para 4.5.

4.7 Container Closure System
Q1:
Does stability study need to be carried out for all container/pack  sizes? Does this implies for liquid preparations only or also for solids?

A1:  Stability studies need to be carried out for all container and pack sizes.  However, bracketing and matrixing are possible for the container with the same material but of different sizes e.g. HDPE bottles 60 ml, 200 ml and 1 liter.  Stability studies need to be carried out at least in 60 ml and 1 liter and it is applicable for both liquid and solid preparations.
4.8 Evaluation
Q1 : How many stability study conditions are necessary for an accurate estimation using the statistical approach and is there any criteria for each time point result prior to the calculation to ensure reliability?

A1 :  Refer to ASEAN Stability Guideline para 4.8
