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Type Of Reference
Standard

Documents / COA Requirements

Pharmacopeial
Reference Standard

(Current Batch / Official label and package integrity / Intended use) verified.

Certified Primary
Reference Standard

Certificate of Analysis issued by an accredited producer (preferably ISO 17034)

Metrological traceability statement.

Appearance confirmation—visual inspection

Assigned certified value with measurement uncertainty (where applicable).

Purity determination by validated approach (Mass Balance, qNMR, HPLC, GC or equivalent).
Organic impurity - HPLC with UV detection with impurity profile

Residual solvents by GC / GC- MS (where applicable)

Loss on Drying / Water content—Karl Fischer (where applicable)

Inorganic impurities (residue on ignition / sulfated ash where applicable)

10. Melting point (solid compounds where applicable)

11. Two identification tests, typically including NMR, IR, or Mass spectrum, HPLC, GC or equivalent

12. Chromatograms and spectra supporting identity and purity
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Primary Reference
Standard

Confirmation of Metrological Traceability
Assigned value of primary standard
Appearance confirmation—visual inspection
Purity determination by validated approach (Mass Balance, qNMR, HPLC, GC or equivalent).
Organic impurity - HPLC with UV detection with impurity profile
Residual solvents by GC / GC- MS
Loss on Drying / Water content—Karl Fischer (where applicable)
Inorganic impurities (residue on ignition / sulfated ash where applicable)
Melting point (solid compounds where applicable)
Empirical confirmation—C, H, N analysis with Spectrum
Structural Identity Confirmation — Using at least two orthogonal techniques, preferably including '"H NMR
and/or *C NMR, together with FTIR, MS, LC-MS, or UV-Vis as appropriate.
. Chromatograms and spectra supporting identity and purity
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Secondary Reference
Standard (Working)
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Comparative assay against Pharmacopeial Reference Standard or Primary Reference Standard using a
validated analytical method.

2. Identity confirmation demonstrating equivalence to the comparator standard using at least two suitable
identification technique, such as: FTIR spectral comparison; HPLC retention time with PDA/UV spectral
comparison (where applicable); NMR; Mass Spectrometry, or another validated orthogonal identification
technique.

Documents shall include:

Batch/Lot number of both the Working Reference Standard and the comparator standard.
Manufacturer/supplier of the comparator standard.

Assigned value of working standard

Representative chromatograms & spectrums

If a Primary Reference Standard is used as the comparator, it shall meet the requirements for Primary 4\
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Reference Standards.
o  Expiry date, Storage conditions, Approval by authorized personnel.
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