[image: A close-up of a logo

AI-generated content may be incorrect.]

	[bookmark: _Hlk215588033]Guideline on General Requirements for Bioequivalence



	Document Number: XXX
Version: XX



	
	Steps followed
	Date

	1
	Initial draft produced by ZAZIBONA Guidance Document Review and Drafting Technical Working Group
	November 2025

	2
	Drafting incorporating ZAZIBONA Participating Member States comments
	

	3
	Drafting incorporating Stakeholders comments
	

	4
	Final draft incorporating ZAZIBONA Participating Member States and Stakeholder comments 
	

	5
	Adoption date
	

	6
	Effective implementation date
	

	7
	Implementation Period
	

	8
	Transition Period
	



Draft for Comments

Please send any comments you may have to the SADC MRH Project Coordinator (sadcproject@mcaz.co.zw) with copies to Mr M. A. Maunge (mmaunge@mcaz.co.zw) and ZAZIBONA Administrator (zazibonaadmin@mcaz.co.zw) by 27 February 2026. 
 Comments should be compiled on the accompanying table-for-comments. 


Document History 

	Revision Number
	Date implemented
	Reason for Change and Amendments

	
	
	

	
	
	





 	 


PREAMBLE 
Purpose
The purpose of this document is to formalize SADC’s adoption and implementation of the Annex 8, Multisource (generic) pharmaceutical products: guidelines on registration requirements to establish interchangeability (WHO Technical Report Series, No. 1052, 2024).  It informs applicants and assessors of the standards to be applied during product registration and post approval changes (variations).

Adoption Statement 
SADC formally adopts Annex 8, Multisource (generic) pharmaceutical products: guidelines on registration requirements to establish interchangeability, WHO Technical Report Series, No. 1052, 2024 subject to the clarifications and adaptations specified in the annotations/note section. 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://iris.who.int/handle/10665/376607 

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 Annex 8, WHO Technical Report Series, No. 1052 are in line with the SADC and AU agenda on regional integration and cooperation.

Scope
This guideline provides general requirements on studies required to demonstrate interchangeability of multi-source products (generics). This guidance is generally applicable to orally administered multisource products as well as to non-orally administered pharmaceutical products for which systemic exposure measures are suitable for documenting bioequivalence. Some information applicable to locally acting products is also provided in this document.  This guideline also covers requirements for additional strength biowaivers. Additional guidance may be found in other SADC guidelines on specific topics on bioequivalence.

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
[bookmark: _Hlk215587381]Oral Immediate Release Solid Dosage Forms
The requirements for BE of Oral Immediate Release Solid Dosage Forms are detailed in the SADC Guideline on bioequivalence for immediate-release solid oral dosage forms. Requirements in Annex 8 TRS 1052 are also acceptable.
Study Designs
With respect to study design, product-specific guidance issued by the WHO, EMA and the US FDA, shall be considered acceptable.
Bioanalytical Method Validation and Study Sample Analysis
Applicants should refer to the SADC Guideline on Bioanalytical Method Validation and Study Sample Analysis for detailed requirements on method validation and study sample analysis.
Effects of alcohol on prolonged release formulations
For generic oral prolonged release formulations, in vitro studies of the release in different concentrations of alcohol solutions should be performed, in addition to requirements for the three studies (fasted, fed and multiple dose studies). Recommendation under Section 6.9 of EMA Guideline on the pharmacokinetic and clinical evaluation of modified release dosage forms (EMA/CHMP/EWP/280/96, Rev1) accessible at: https://www.ema.europa.eu/en/documents/scientific-guideline/guideline-pharmacokinetic-and-clinical-evaluation-modified-release-dosage-forms_en.pdf, are generally accepted.
Additional References
Additional information is provided in the following documents. 
WHO PQT/MED’s annotations to section of Annex 8, WHO Technical Report Series (TRS) No. 1052, 2024, published in the following documents:
· Application of reference-scaled criteria for AUC in bioequivalence studies conducted for submission to PQT/MED (https://extranet.who.int/prequal/sites/default/files/document_files/AUC_criteria_July2021.pdf)
· PQT/MED-specific Annotations for Additional Strength Biowaiver Applications (21 May 2021) (https://extranet.who.int/prequal/sites/default/files/document_files/Additional_Strength_Biowaiver_Guideline_May2021.pdf) 
· Frequent Deficiencies in Bioequivalence Study Protocols (https://extranet.who.int/prequal/sites/default/files/document_files/Frequent-Deficiencies_BE-Protocols_April2025_0.pdf)
· Note on Pediatric Products in PQT Medicines (23 January 2024) (https://extranet.who.int/prequal/sites/default/files/document_files/146%20PaediatricProductsNote_Jan2024.pdf).

Documentation 
The SADC Bioequivalence Trial Information Form (link) must be completed and submitted in MS Word format as part of the dossier submission. The instructions for completion of the form are provided under the subheadings of the form. All supporting documentation including SADC BTIF Appendix 1 (Template for Study Individual Concentrations and PK Data) (link), should be provided as annexes to the SADC BTIF.
The SADC Additional Strength Biowaiver Form (link) must be completed and submitted in MS Word format as part of the dossier submission. The instructions for completion of the form are provided under the subheadings of the form.

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 Harmonisation (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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