BEBPA 2020 Host Cell Protein Conference

26-28 October 2020
Our 3rd VIRTUAL Conference!

Audience Survey



Welcome & Introduction
By: Denise Krawitz
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Ice cream

i-1 What is your favorite dessert?

12

Baked goods

Fruit

Cheese

| don't like dessert
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Beach

i-2 What is your favorite vacation?

57
I

City

Nature

Anywhere with
family/friends

Alone with a book
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i-3 How many BEBPA HCP Conferences have you attended?

This is my first

2to4
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i-4 What host species do you commonly use for generation of

Goat

Sheep

anti-HCP antibodies?

47

Rabbit

11

Chicken

3

Other
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Session 1: Assay and Reagent Development
Session Chair: Stefanie Wohlrab
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1.1 How do you demonstrate your ELISA standard contains an

2D Gel Comparisons

HCP population representative of your process?

2D DIGE

LC-MS/MS

Other methods

We do not do this
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1.2 How do you determine coverage of your anti-HCP

2D total protein vs immunostain

antibodies?

Immunoaffinity chromatograpy + MS Immunoaffinity chromatograpy + 2D
gels

'

Other
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1.3 What sample(s) do you use to assess coverage?

ELISA standard

Process-specific mock harvest (no product)

Process-specific harvest (with product
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1.4 How do you assess whether you have sufficient coverage?

Numeric acceptance criteria

Qualitative visual inspection
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Session 2: Regulatory Trends
Session Chair: Svetlana Bergelson
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2.1 What type of assay do you typically use for monitoring HCPs
during early development (Phase 1)?

Commercial kit

3

Product / upstream process
specific assay

3

Downstream process specific
assay (eg; based on column pool)

Platform /multiproduct assay
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2.2 What type of assay do you typically use for
monitoring HCPs at the time of commercialization?

Commercial kit

Product / upstream process
specific assay

3

Downstream process specific
assay (eg; based on column pool)

Platform /multiproduct assay
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2.3 What was the HCP control strategy for your last successful BLA?

Test DS for HCP on
release with specification

4

In-process test with
rejection limit

1
—

In process with no
rejection limit

5
: -
Non-GMP monitoring Do not test (HCP
clearance demonstrated
during PV)
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Session 3: ID/Management of ID’d HCP’s

Session Chair: Frieder Kroener
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3.1 What category of HCPs have you had trouble with
during development?

Proteases

Lipases

HCPs with suspected
immunogenicity in humans

HCPs with suspected bioactivity
in humans
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3.2 What methods do you use to study the impact of HCPs
on product quality?

18

Protease assays or inhibitor
studies

Lipase assays

In silico immunogenicity
prediction

Immunogenicity assays (in vitro
or in vivo)
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3.3 What is your preferred method to routinely
monitor a single HCP?

Same HCP ELISA used for total
HCP

LC-MS/MS

HCP-specific ELISA

Update purificaiton process to
remove HCP
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Session 4: Gene Therapy
Session Chair: Denise Krawitz



35

30

25

20

15

10

4.1 Has identification of an HCP impurity helped with

Yes - purification process
improved based on HCP ID

3

Yes - formulation changed
based on HCP ID

development?

No - improve purification
process with or without ID

4

No - we did not change our
purificaiton process

Other
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4.2 What product type(s) do you most frequently work on?

Antibody products

I I

Vaccines

Gene or cell therapies

non-Antibody proteins

Biosimilars
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4.3 Does your organization develop gene therapy products?

Yes, more than 2

Yes, 1-2 products

No
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Workshop: LC-MS Workflow for HCP Analysis
Co-Organizers: Martha Stapels & Kevin Van Cott



20

18

16

14

12

10

(@)

I

N

W-1 Do you routinely use LC-MS/MS to monitor HCPs
during development?

Yes - For all molecules at
least once in development

11

Only for "non-platform"
molecules

Only if unexpected HCP
levels are observed

Only when there are
product quality issues

No, we do not use LC-
MS/MS for HCP analysis
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W-2 When degradation is a problem (product or excipient), can

you definitively identify the culprit as an HCP with MS?

Usually (more than 50% of the Sometimes (20-50% of the time)
time)

Rarely (less than 20% of the
time)

Never
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W-3 How low do we need to go to detect individual HCPs?

50 ppm

12

10 ppm

19

1 ppm

Below 1 ppm

1

Below 1 ppb
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W-4 Do you report HCP names to regulatory agencies?

0

Full list for every project

Major HCPs for every project

Major HCPs for some proejcts

Haven't reported HCP names
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W-5 What kind of routine LC-MS System check do you

Proteomic sample (e.g. Hela
digest, Yeast digest..)

use for HCP profiling?

18

Spiked-in controls in each
sample

Any LC-MS standard (e.g.
compound mix)

Other

None
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W-6 Do you use any MS-based HCP analysis under GMP?

2

Yes, method is qualified under GMP

No, but it is planned or implementation is
ongoing

No, this is not planned
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W-7 Would a commercial library for popular cell lines with MS,
MS/MS and peptide collisional cross section be valuable to you?

Very valuable, would adapt my workflow
accordingly

Useful, would use occasionally to validate
uncertain IDs

Not useful
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W-8 What is your quantification strategy?

SRM/MRM

Relative quantification
(DDA/DIA)

Absolute quantification
(DDA/DIA)
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W-9 How many experimental replicates (excluding injection

replicates) for validation of HCPs?

More
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Nano-flow 1D setup

W-10 What LC setup are you using?

Micro-flow 1D setup

1

Nano-flow 2D setup

1

Micro-flow 2D setup
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W-11 Are you using de novo sequencing?

Yes

No
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W-12 Is your sample preparation for HCPs valid for another

characterization workflow (e.g. peptide mapping)?

Yes

No
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W-13 Is your sample preparation in-house or commercial kit?

In-house

Commercial Kit
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W-14 Which method do you prefer for HCP analysis?

Nano: 75um diameter

Capillary: 300um
diameter

Micro: 1Imm diameter

12

Analytical: 2.1mm
diameter

Other

BEBPA 2020 Host Cell Protein Conference



THANK YOU
for attending BEBPA's
2020 Host Cell Protein Conference

Our 3 VIRTUAL Conference!

We could not have done this without YOU!



