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THE SCIENCE OF WHAT'S POSSIBLE."

As part of our Spotlight on large molecule analysis by LC-MS, we carried out a community survey on various aspects of your
large molecule assays and your opinion on key issues. The results of the survey can be seen in this infographic.
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| Large molecule LC-MS assays in your laboratory

What large molecules do you quantify in biological matrices?
Large peptides Monoclonal antibodies ~ Therapeutic proteins  Antibody—-drug conjugates
Fusion proteins Bi-/multi-domain biologics Oligonucleotides Other

Which of the following best describes
Are your bioana|y-tica| assays... the regulatory environment of your large
molecule assays (GLP/GCP vs non-regulated)?

74% Exclusively non-regulated

Mostly GLP/GCP and
some non-regulated

Pre-clinical

Early clinical (Phase I-Il)
For biosimilars
Later stages (Phase Il)

Other

Equally GLP/GCP and
non-regulated
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What acceptance criteria do you use
for standards and QCs?

We use a tiered approach ranging from Those employed for LC-MS/MS assays
no-acceptance criteria (just empirical 52% 0; Sm“é')'CneW Chlemlﬁd ?gtg'es (fE_Uf 10;1:/
e g Of SIX samples shou e within (]
description of QC pgrformance interms of of the nominal value, 20% at the LLOQ)
accuracy and precision for exploratory,
non-regulated studies) to acceptance

o Same as that for ligand-binding
criteria for small molecule LC-MS/MS assays.

37% assays (LBAs; four out of six QC
samples should be within 20% of
the nominal value, 25% at the LLOQ)

1%
Other

Do you characterize your LC-MS or

hybrid LBA/LC-MS method with regard to

influences of soluble binding partners,

519% e.g., soluble target, anti-drug
No antibodies (ADAs)?

Do you also use LBAs?

49%
Yes

“ Choice of platform depends upon target,
antibodies available, question being asked of the data

(to be generated). ,’

| LC & MS platforms used

What MS quantification What LC techniques do you use?
techniques do you use? Nanoflow HPLC UHPLC
Microflow Capillary LC Other
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| Sample preperation steps
What sample preparation Have you submitted any of this data
do you use for intact protein? in support of a registration?

Proteolytic digestion 73%
51% No

Chemical sample prep steps ‘

(e.g., protein precipitation or SPE) o
40% 22% ‘ Investigational New Drug (IND)

Affinity capture
33% 1%

g
o0 4
W ' A combination of the above 4%
J g

‘ 52%

What sample preparation
steps do you use for surrogate
peptides?

New Drug Application (NDA)
Both

Do you carry out affinity or
immunoaffinity purification steps?

Chemical (e.g., PPT) 28%
Affinity capture 33%
Proteolytic digestion 57%
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Advantages, disadvantages & future outlook

Why do you employ LC-MS or hybrid LBA/LCMS with/rather
than traditional LBA techniques?

Faster method

41% Ability to multiplex 69% development times 14%

|
Wider dynamic range 33% Improved specificity 47% Other

Drawbacks of using LC-MS
or hybrid LBA/LCMS?

Sample preparation challenges

In our case, LBA is more cost efficient,

The availability of a suitable intact protein IS especially when using in-house reagents.

Sensitivity

Still a developing science

28%

Lack of regulatory guidance for validation of LCMS or
hybrid LBA/LCMS methods

Will the use of LC-MS or hybrid LBA/LC-MS assays in regulated
bioanalytical studies increase?

Ye S “ Yes, but only if clearly defined data

(active, true total’) can be

generated at sufficient sensitity.
73% Additional comments ,
4%

“ Yes, but only in specific conditions. ,’

“ It should increase, as LC-MS has
great potential towards research. ,’

Do we need a harmonized descriptive
nomenclature for the large molecule
quantitative environment?

Harmonized descriptive
nomenclature is an abolute
prerequisite to provide
clear BA data and to enable
a scientific rational when the
most approriate technology is selected.

e e Ertdlas Emd Find out what our experts
analysis on LC-MS think about the results

Make sure you don’t
miss our next Spotlight
Register for the

at www.bioanalysis-zone.com : :
panel discussion

Hybrid LBA/LC-MS starting
this October


http://www.bioanalysis-zone.com/2016/02/17/panel-discussion-on-peptide-and-large-molecule-analysis-by-lc-ms_spotllcms/

