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PREAMBLE 
Purpose
The purpose of this document is to formalize SADC’s adoption and implementation of the WHO Protocol to conduct equilibrium solubility experiments for the purpose of Biopharmaceutics Classification System-based classification of active pharmaceutical ingredients for biowaiver, to ensure a harmonized approach when performing solubility studies. 

Adoption Statement 
SADC formally adopts Annex 4: Protocol to conduct equilibrium solubility experiments for the purpose of Biopharmaceutics Classification System-based classification of active pharmaceutical ingredients for biowaiver, WHO Technical Report Series, No. 1019, 2019. 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 (published).
The source guideline is accessible at:
https://www.who.int/publications/m/item/annex-4-trs-1019 

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 Annex 4, WHO TRS 1019, are in line with the SADC and AU agenda on regional integration and cooperation.

Scope
This document provides guidance on the design and conduct of equilibrium solubility studies for the classification of active pharmaceutical ingredients (APIs) within the Biopharmaceutics Classification System (BCS). The guidance applies specifically to APIs and distinguishes these requirements from dissolution studies applicable to finished pharmaceutical products (FPPs). While a harmonized study protocol is recommended, alternative scientifically justified approaches, such as phase solubility analysis, may also be acceptable. The guidance supports the WHO biowaiver framework by facilitating reliable assessment of solubility as a critical determinant of bioequivalence, alongside dissolution, absorption, and permeability considerations, to enable informed regulatory decisions on granting biowaivers, particularly for medicines on the WHO Model List of Essential Medicines.
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
None

Disclaimer: 
All guidelines adopted/adapted by SADC from international organizations such as WHO, the International Council for Harmonization 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; alternative approaches may be used, provided they are scientifically and technically justified.  
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