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Considerations around validation of
methods for hybrid LC-MS/MS assays
using hon-primary matrices

TRENDS IN HYBRID LC—MS/MS ASSAYS

What molecules do you analyze using hybrid LC-MS/MS?

Peptides

m

m

Therapeutic proteins

m

Fusion proteins

Monoclonal antibodies

m

Antibody—drug conjugates (ADCs)

Antidrug antibodies (ADAS)

Oligonucleotides

Protein biomarkers

Endogenous analytes

What matrices do you use for hybrid assays?

Plasma Urine Tissue Cerebral spinal Other
fluid

For hybrid LC-MS assays, how frequently do you use surrogate matrices?

Always 22%
o)
| 8% 70% |
Rarely, why nqtjust Sometimes, it's dependent
use the non-primary on data generated during
matrix of interest assay development

What process goes into how you select a surrogate matrix?

7

Cost Method currently Multiple surrogate Buffered solutions Other
exists in @ matrices (biologically  (example: phosphate
primary matrix derived) are buffered saline (PBS))

evaluated during
development and
decision is data driven

TRENDS IN VALIDATION FOR HYBRID ASSAYS

Currently, do you believe industry-standard guidance for method
development and validation for hybrid assays is:

About right Lacking

51% 44%

5%

Not sure

What degree of validation do you need for non-primary matrices?

None, Full validation, Qualification, | am not sure
ICH M10 does not non-primary non-primary matrices are
require validation matrices should be not equivalent to primary
in non-primary matrices treated the same matrices, but application
as primary matrices of the method should

be considered and some
validation parameters
should be established
prior to sample analysis

For a hybrid LC-MS assay developed in non-primary matrices, what tests do
you perform as a part of validation or qualification?

¢ 23% Stock stability

Accuracy and precision 5494

Stability (bench top, freeze/thaw, long term stability, 66%
autosampler stability/relative autosampler stability) 0

189% Reinjection reproducibility

3395 Matrix effect

Selectivity 27 % b

‘ 14% Carryover

Other 294 Y
DEMOGRAPHICS
Geography
USA -
South America . Asia
Africa : Europe
— Australia
B & Oceania
Organization Job title
Academic Researcher | Scientist
Charity | Not-for-profit Clinician | Surgeon
CRO | CDMO Nursing
Diagnostics Other healthcare or medical professional
Government | NGO Engineer
Hospital | Clinic Managing Director | Senior management
Legal | Regulatory | Financial Marketing | Sales
Pharma | Biotech Patient | Patient caregiver
Private Research Foundation Pharmacist
Vendor | Manufacturer Student
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