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Guideline ICHQ2(R1) (June 1995) provides general recommendations about
performing the validation of standard analytical procedures (HPLC/TLC/GC) used for testing
the active substance (AS)/finished product in order to show that the method is suitable for
its intended use (ensuring the quality of the medicine). The development of a new guideline
ICHQ14 Analytical procedure development is underway, which consequently led to a revision
of the guideline ICHQ2 in the R2 version (comments until July 2022). The aim of this paper is
to present an overview of new regulatory elements that should be considered during the
validation of the analytical procedure. In relation to R1, ICHQ2(R2) provides
recommendations for performing/evaluating various validation tests taking into account the
specificity of each analytical procedure. Validation principles covering the use of
spectroscopic/spectrometric data (e.g. NIR/Raman/NMR/MS) are described, some of which
often require multivariate statistical analyzes. Guideline-R1 referred to the most frequently
tested specification/process parameters (identification, testing of impurities
quantitatively/limit test, assay (1,2)). R2 describes the methodology for performing
validation for testing: elemental impurities (ICP-OES/ICP-MS), genotoxic impurities (LC/MS),
dissolution testing (HPLC), particle size determination, core tablet assay by NIR (e.g. in
continuous manufacturing), quantitative 'H-NMR for the assay of AS. The validation
methodology used in specific tests for biological/biotechnological drugs for biological assay
(ELISA, SPR) and impurity testing-quantitative PCR, is also described. If scientifically
justified, relevant data from development studies (ICHQ14) can be used instead of validation
or the validation process can be abbreviated when an already established platform analytical
procedure is used for a new purpose.
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Smernica ICHQ2(R1) (jun 1995.) daje opSte preporuke o nacinu izvodenja validacije
standardnih analitickih metoda (HPLC/TLC/GC) koje se koriste za ispitivanje aktivne
supstance (AS) i gotovog proizvoda Sto ima za cilj da pokaze da je metoda pogodna za
predvidenu svrhu (obezbedenje kvaliteta leka). U toku je razvoj nove smernice ICHQ14 o
razvoju analitickih metoda Sto je posledi¢no dovelo do revizije smernice ICHQZ2 u verziju R2
(na javnoj raspravi do jula 2022.). Cilj ovog rada je da se prikaze pregled novih regulatornih
elemenata koje treba razmatrati u toku validacije analiticke procedure. U odnosu na R1,
ICHQ2(R2) daje preporuke za izvodenje i procenu razlicitih testova validacije uzimajuéi u
obzir specificnost svake analiticke procedure. Bi¢e opisani postupci validacije koji pokrivaju
upotrebu spektroskopskih/spektrometrijskih podataka (npr. NIR, Raman, NMR ili MS) od
kojih neki Cesto zahtevaju multivarijantne statistiCke analize. Smernica-R1 se odnosila na
najcesce ispitivane specifikacijske/procesne parametre (identifikacija, ispitivanje necistoca
kvantitativno/limit test, sadrzaj AS (1,2)). Verzija R2 opisuje metodologiju izvodenja
validacije za ispitivanje elelmentalnih necistoc¢a (ICP-OES/ICP-MS), ispitivanje genotoksi¢nih
necistoca - LC/MS, ispitivanja brzine oslobadanja aktivne supstance-HPLC, odredivanje
veli€ine Cestica, validacija NIR metode za ispitivanje sadrzaja AS u tabletnom jezgru (npr. kod
kontinuirane proizvodnje), validacija H-NMR za odredivanje sadrZaja AS. Opisana je i
validaciona metodologija koja se primenjuje kod spefi¢nih testova za bioloske/biotehnoloske
lekove za odredivanje sadrzaja AS (ELISA, SPR) i ispitivanje netisto¢a-PCR. Ako je to
nau¢no opravdano, odgovarajuci podaci dobijeni iz razvojnih studija (ICHQ14)
mogu se koristiti umesto validacije ili postupak validacije moze biti skracen kada
se ve¢ utvrdena platforma analiticke procedure koristi u novu svrhu.
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