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1 GLOSSARY / ABBREVIATIONS

API Active pharmaceutical ingredient / Drug Substance

Drug Active pharmaceutical ingredient (API)

Drug product Pharmaceutical product / medicine/ final product

FC/FDC Fixed combination /FDC fixed dose combination

FPP Finished pharmaceutical product

HCR Holder of certificate of registration/marketing authorisation holder

NTI Narrow therapeutic index

PHCR Proposed holder of certificate of registration/marketing authorisation
PK Pharmacokinetics

SPC Summary of Product Characteristics / Product monograph / / labelling
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2 SUMMARY: REQUIREMENTS AND OUTCOMES (FOR SAHPRA USE ONLY)

Requirements Outcome
Therapeutic range (and dose) Narrow / Non-narrow

Solubility High / Low

Stable Yes/ No

Human absorption / Permeability: | >85 % /90 % / < 85 %/90 %: High Low
BCS class RINAlIvALY

Dosage form Oral, systemic, IR same dosage form

Comparison of excipients in the

. Sufficiently similar / Unacceptable differences
formulations

Similar and rapidly dissolving / similar and very

Dissolution profiles rapidly dissolving/ Non-similar / Non-very rapidly
dissolving / Non-rapidly dissolving

CoAs Assays within 5 %

BCS Class |

Test and reference products very Yes / No
rapid or rapid dissolution

Excipients that may affect BA the
same (quantity and quality)
BCS Class llI

Test and reference products very Yes/No
rapid dissolution

Excipients that may affect BA the

Yes /No

Yes/No
same
Other excipients very similar Yes/No
Benefit risk summary Acceptable/ Not acceptable
Conclusion Approvable / Non-approvable
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3 INTRODUCTION

31 Application objective

3.2 Status of the reference/ innovator product in other recognised? countries

3.3 Basic pharmacokinetic information

34 Therapeutic indications and dose

2 Recognised regulatory authorities (RRAs) include EMA (Centralised Procedures), EU (Decentralised Procedures and MRPs), US
FDA, Japan MHLW, Swissmedic, Health Canada, Australia’s TGA, UK MHRA, Zazibona, and WHO Prequalification (PQ)
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Comments from review of Section 3 — For SAHPRA use only
Reviewer’s comments:

Discuss information on section 3 — including relevant background, appropriateness of choice
of reference as appropriate, etc.

4 BCS BIOWAIVER ASSESSMENT

4.1 Solubility

Solubility method

Apparatus

Volume

Time

Dose /amount

Temperature

pH values

Buffer composition
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Solubility at different pH values and replicates

Theoretical | Repeat | Observed | Adjuste | Individu | Cs Quantity
pH pH d pH alCs (mean) dissolved in
values 250 ml
pH 1,2 1
2
3
Intermediate | 1
pHs 2
3
pH 4,5 1
2
3
Intermediate | 1
pHs 2
3
pH 6,8 1
2
3
Other 1
intermediate | 2
pH values ** | 3

** Other intermediate pH values e.g. pKa, pKa-1, pKa+1

Plot of Solubility (Concentration at saturation) vs. pH to identify the pH of minimum solubility.
Add plot
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Comments from review of Section 4.1 — For SAHPRA use only

Reviewer’s comments:

4.2 Absorption (methods and results)

Human
Absolute BA reference (give literature citation)
Oral
Dose
Intravenous
Number of subjects
Result

Mass balance reference (give literature citation)

Dose

Number of subjects

Result

In vivo or in vitro permeability

Test system

Concentrations

Result

Other information

Influence of the transporters to
absorption
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Comments from review of Section 4.2 — For SAHPRA use only
Reviewer’s comments:

4.3 Comparison of Test and Reference formulations / Excipients

Component Function Test Reference

Comments from review of Section 4.3 — For SAHPRA use only
Reviewer’s comments:

4.4 In vitro Dissolution comparison
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Summary of dissolution test method parameters

Apparatus

Rate of Operation
Dissolution Media
Volume

Temperature

Sampling times

Number of Dosage Units
Sampling

Filtration methods (in-line filtration)
De-aeration method
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Test Batches
Dissolution Profiles for Lot #: n = no. of units/ pH medium

n % Label Claim Released

pH of medium | x Min | x Min | x Min | x Min | x Min
pH 1 (0,1 N HCI)
Mean
%RSD
pH 4,5 (Acetate)
Mean
%RSD
pH 6,8 (Phosphate)
Mean
%RSD
pH of minimum solubility
Mean
%RSD

Dissolution Profiles for Lot # n = no. of units/ pH medium

n % Label Claim Released

pH of medium | x Min | x Min | x Min | x Min | x Min
pH 1 (0,1 N HCI)
Mean
%RSD
pH 4,5 (Acetate)
Mean
%RSD
pH 6,8 (Phosphate)
Mean
%RSD
pH of minimum solubility
Mean
%RSD

Mean dissolution profiles of 2 batches (24 tablets)

n % Label Claim Released
pH of medium | x Min | x Min | x Min | x Min | x Min
pH 1 (0,1 N HCI)
Mean
%RSD
pH 4,5 (Acetate)
Mean |
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%RSD
pH 6,8 (Phosphate)
Mean

%RSD
pH of minimum solubility
Mean

%RSD

Reference Batches:
Dissolution Profiles for Lot #: n = no. of units/ pH medium

n % Label Claim Released

pH of medium | x Min | x Min | x Min | x Min | x Min
pH 1 (0,1 N HCI)
Mean
%RSD
pH 4,5 (Acetate)
Mean
%RSD
pH 6,8 (Phosphate)
Mean
%RSD
pH of minimum solubility
Mean
%RSD

Dissolution Profiles for Lot # n = no. of units/ pH medium

n % Label Claim Released

pH of medium | x Min | x Min | x Min | x Min | x Min
pH 1 (0,1 N HCI)
Mean
%RSD
pH 4,5 (Acetate)
Mean
%RSD
pH 6,8 (Phosphate)
Mean
%RSD
pH of minimum solubility
Mean
%RSD
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Mean dissolution profiles of 2 batches (24 tablets)

n % Label Claim Released

pH of medium | x Min | x Min | x Min | x Min | x Min
pH 1 (0,1 N HCI)
Mean
%RSD
pH 4,5 (Acetate)
Mean
%RSD
pH 6,8 (Phosphate)
Mean
%RSD
pH of minimum solubility
Mean
%RSD

Reference Batches:

Dissolution Profiles for Lot #: n = no. of units/ pH medium
n % Label Claim Released
pH of medium | x Min | x Min | x Min | x Min | x Min
pH 1 (0,1 N HCI)
Mean
%RSD
pH 4,5 (Acetate)
Mean
%RSD
pH 6,8 (Phosphate)
Mean
%RSD
pH of minimum solubility
Mean
%RSD
Dissolution Profiles for Lot # n = no. of units/ pH medium
n % Label Claim Released
pH of medium | x Min | x Min | x Min | x Min | x Min
pH 1 (0,1 N HCI)
Mean | | | | |
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%RSD

pH 4,5 (Acetate)
Mean

%RSD

pH 6,8 (Phosphate)
Mean
%RSD
pH of minimum solubility
Mean
%RSD

Mean dissolution profiles of 2 batches (24 tablets)

n % Label Claim Released

pH of medium | x Min | x Min | x Min | x Min | X Min
pH 1 (0,1 N HCI)
Mean
%RSD
pH 4,5 (Acetate)
Mean
%RSD
pH 6,8 (Phosphate)
Mean
%RSD
pH of minimum solubility
Mean
%RSD

Dissolution profile comparison
Test product (batch number) vs. reference product (batch number, country 1):

Points considered for f2 calculation:
fzi

Test product (batch number) vs. reference product (batch number, country 2):

Points considered for f2 calculation:
fzi
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Comments from review of Section 4.4 — For SAHPRA use only
Reviewer’s comments:

Discuss information on section 4.4:

4.5 Dissolution testing laboratory

4.5.1 Audit(s)

4.5.2 GMP compliance/certification

Comments from review of Section 4.5 — For SAHPRA use only
Reviewer’s comments:

5 ESSENTIAL SIMILARITY / APPROPRIATENESS OF FINAL PRODUCT SPECIFICATIONS
(if applicable)

Comments from review of Section5 — For SAHPRA use only
Reviewer’s comments:
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6 LIST OF OUTSTANDING ISSUES / DEFICIENCIES / PROPOSED QUESTIONS (FOR SAHPRA USE
ONLY)

7 CONCLUSIONS AND RECOMMENDATIONS (FOR SAHPRA USE ONLY)

8 REFERENCES
Relevant regulatory guidelines and scientific papers.
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UPDATE HISTORY

Date Reason for update Version and
publication
July 2019 First publication: IPRP BCS Biowaiver Application Version 1, July 2019

Form released for implementation and comment

December 2019 Deadline for comment December 2019

April 2020 Second publication: Streamlined and aligned to Version 2, April 2020
SAHPRA requirements and letterhead. Released
for comment

June 2020 Comments from ITG working group Version 2, April 2020

July 2020 Amendments of administrative table, Version 2, April 2020
abbreviations, wording in sections 3.2 and
punctuation in section 4 to comply with SAHPRA’s
requirements.

Addition of form number.

Released for comment

October 2020 Comments from industry Version 2, April 2020

November 2020 Third publication:

Amendment of whole document: reformatting of Version 3,
margins to remove unused space at the start of November 2020
each page; Change page numbering to page x of
y; move update history table to the last page of the
document.

Amendment of administrative information of the
product table,
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Clarification of some of the information required in
sections 3.2 & 3.4;

Removal of statement unintentionally included in
form in section 5;

Correction of section number in section 5;

Released for implementation
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