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PREAMBLE 
Purpose
[bookmark: _Hlk215568963]The purpose of this document is to formalize SADC’s adoption and implementation of the WHO guideline on Annex 7, Biopharmaceutics Classification System (BCS)-based biowaivers, TRS 1052 (2024).  It informs applicants and assessors of the standards to be applied during product registration and post approval changes (variations).

Adoption Statement 
[bookmark: _Hlk215551787]SADC formally adopts Annex 7, WHO guideline on Biopharmaceutics Classification System-based biowaivers, TRS 1052 (2024). The adoption is effective [dd Month yyyy]. These requirements apply to SADC Medicines Regulatory Harmonization (Zazibona joint assessments). They also apply to SADC NRAs unless specified otherwise by an individual NRA.
[bookmark: _Hlk215578116]The source guideline is accessible at:
https://www.who.int/publications/m/item/trs-1052---annex-7--who-guideline-on-biopharmaceutics-classificationsystem-based-biowaivers 

Rationale for Adoption
To ensure that the SADC standards are aligned with international standards or state of the art scientific practices. Adopting international standards such as WHO or ICH reduces duplication of studies, promotes information exchange among the regulators, including reliance, more efficient assessment, aligns the region with global standards, and ultimately increases the availability of medicines to the public. The intended benefits of adopting the WHO guideline on Biopharmaceutics Classification System-based biowaivers are in line with the SADC and AU agenda on regional integration and cooperation.

Scope
BCS-based biowaivers may be used to substantiate in vivo bioequivalence. This guideline provides recommendations on conducting BCS based biowaiver studies during both development and post-approval phases for immediate-release, solid orally administered dosage forms or suspensions designed to deliver the API to the systemic circulation. It represents the SADC’s current thinking on the conduct of biowaiver studies. 



Validity
This document is effective from the date of adoption and shall be reviewed as required, but not later than five (5) years from the effective date. In case of revision or updates to the source guideline, the latest version automatically applies, unless a specific transition period is specified by SADC.

ANNOTATIONS/NOTES
List of APIs eligible for BCS based biowaivers
Solubility and permeability classifications provided by regulatory authorities, the WHO, and the WHO Prequalification (PQ) program lists of APIs eligible for BCS-based biowaivers are considered scientifically justified. Applicants are not required to conduct additional studies as applicable for the listed active ingredients.

Comparator product selection
Applicants should refer to the SADC Guideline on the Selection of Comparator products to identify a suitable comparator product. 
Identification of an API to be eligible for a BCS-based biowaiver application is made purely on the solubility, absorption, safety and related properties of the API (Class I or Class III). However, it does not imply that the recommended comparator product(s) will be rapidly dissolving in the case of Class I APIs or very rapidly dissolving in the case of Class III APIs, which is a requirement for BCS-based biowaiver studies. The applicant must thus ensure that the recommended comparator(s) is indeed suitable for a BCS based-biowaiver application before product development.
Note that rapidly dissolving, or very rapidly dissolving, properties of a product are not required for in vivo bioequivalence studies. Thus, though a listed comparator product may not be suitable for BCS-based biowaiver purposes, it is still suitable for in vivo bioequivalence studies.

In vitro Dissolution
Sampling intervals
Inclusion of the 15-minute time point in the protocol is of strategic importance for profile similarity determinations.


Analytical method validation
Analytical methods relying on UV detection, i.e., without HPLC, should be validated for all media employed in the dissolution testing.

Format of in vitro dissolution study report
A study protocol should be developed prior to undertaking the dissolution study and should include sections 1 – 4 as described below for the study report. The report on a dissolution study used in the biowaiver application, created after the study has been conducted, is a separate document from the protocol and should include at least the following information:
1. Purpose of study
2. Products / batch information
a. Batch numbers, manufacturing and expiry dates, batch size of the test product, Certificates of Analysis (CoAs) and packaging of the batches used in the study
b. Batch manufacturing record(s) for the batch of the test product used in the comparative dissolution study.
3. Full dissolution conditions and method, as well as the number of units (tablets, capsules, etc.; minimum 12 per product) per study. It should be indicated how and when the samples were filtered. Any problems with pH-related stability of samples should be indicated and discussed in terms of preventive handling measures, analysis and interpretation of data.
4. Analytical method including validation, or reference to the quality part of the dossier.
5. Results (% API dissolved)
a. Tabulated (individual results, mean and %CV)
b. Graphically
c. Similarity determination / f2 calculation if necessary and applicable
6. Conclusion/recommendation

Documentation 
The BCS based biowaiver application form (link) must be completed and submitted in MS Word format as part of the dossier submission. The instructions for completion of the biowaiver application form are provided at the top of the form. All supporting documentation including comparator product information, Certificates of Analysis, and the comparative dissolution study protocol and report should be provided as annexes to the application form.

Additional references 
For further information applicants may consult the ICH M9 Question and Answer document accessible at:
https://database.ich.org/sites/default/files/ICH_M9_QAsAnnex_Step4_2019_1116.pdf 

Disclaimer: 
All guidelines adopted/adapted by SADC from international organizations such as WHO, the International Council for Harmonisation of Technical Requirements for Pharmaceuticals for Human Use (ICH) must be read in conjunction with the current, applicable SADC guidelines. 
SADC-Medicines Regulatory Harmonization (ZAZIBONA)/SADC NRAs reserves the right to request additional information in keeping with the knowledge current at the time of evaluation.  It is not intended as an exclusive approach as alternative approaches may be used but should be scientifically and technically justified. 
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