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\Welcome Back & Introduction

Denise Krawitz, BEBPA Board & Scientific Committee

Introduction Audience Survey



i1 How many BEBPA Conferences have you
attended?

16
12
L 0
This is my 2to4 5to09 10to 14 More than
first 15 (USB +
HCP +
EUB=31!)



i.2 What type of organization do you work for?

18

17

0
Large Bio/ Small or Mid Contract Regulatory
Pharmaceutical size Bio/ Research Agency
Company Pharmaceutical Organization
Company

Academia

Government/
Institution

Supplier
Organization

Consultant

Other (please
typein Chat
Box)

BEEHA



.3 What part of the organization do your work for?

37

6 —_!
Development Qt;olity Research Other
Control/ (please type
Assurance in Chat Box)

BEEHA



i.4 What product modalities do you work to develop?

38

Monoclonal Monoclonal Antibody Fusion Vaccines Vaccines Gene
antibodies antibody fragments proteins (protein) (viral vector) therapy
derivatives
(eg;
bispecifics)

B

“EpA



.5 How many years have you worked with HCP
assays?

=1 year 1-5 5-10 >10
years years years



.6 How many products that you have worked on are
affected by HCP-related setbacks?

22

11

None <10% 10 - 50 - >80%
50% 80%

1 1

B A



.7 \What are you most looking forward to in
Dubrovnik?

12
Eating/ Networking Exploring My added Iwish | could
drinking with the old town on vacation be there IN
colleagues days PERSON
IN PERSON tool!



.8 Where are you from (what
city/state/country)?

belgium

south korea

poland

sweden

stockholmsweden

A vz ;
3] nebraska
g S vienna austria
5 c Latte = < . northcarolina
- =
= 3 s bayarea
o < france - —
B ) berlin italy
S5 O
= 3 germany
ol o)
O usa d m I odense ¢
en O r ( korea ®
delaware g
boston reading uk ’
uppsala bremen germany pottstown pa usa

laupheim germany




Poland
Italy
Israel
Iceland
Belgium
Austria
Switzerland
Korea
Sweden
France
Denmark
UK
Germany

USA

i.8 Where are you from (what country)?
(62 respondents)

18




Session 1: HCP Profiling During Process
Development

Session Chair: Denise Krawitz, Principal Consultant, CMC Paradigms LLC

Audience Surveys



11 Does you bioprocess workflow utilize cell
lysate or cell supernatant material?

32

12

j 2
e

Lysate Cell Other
Supernatant (Please type
in chat box)




1.2 Do you utilize adherant or suspension
mammalian cells as a host cell platform?

32

6

2
— I B

Adherant Suspension Both




1.3 How do you use HCP testing in early-stage
development (Phase 1/2)?

35 35

8
- O
Verify platform Use HCP Test DS only Other (please
process works testing for type in Chat
as expected process design Box)
by testing in- and
process pools improvements

B A



1.4 How do you use HCP testing in late stage
development (Pivotal studies,
commercialization)

24

Other (please
typein Chat

Box)

B A



1.5 Have you used HCP data to support
upstream process decisions?

29

16

Yes No



Session 2: Implementation of HCP ELISAs:
Commercial, Platform, and Process-Specific
Assays

Session Chair: Denise Krawitz, Principal Consultant, CMC Paradigms LLC

Audience Surveys



2.1 How do you control HCPs?

34

5

1

By measuring By measuring By By designing a Other (enter in
HCP atrelease HCP atrelease demonstrating robust Chat Box)
using ELISA using LC-MS HCP clearance purification
throughout the process to
process remove HCPs



2.2 Have you ever participated in development of an
HCP ELISA from scratch

25

Yes

BEEPA



2.3 How long did devleopment of an HCP assay take?
Immunogen generation through validation

18

0 0

up to6 6-12 12-18 18-24 >2
months months months  months years

B A



2.4 \Which ELISA do you use for late stage
development and commercial phase?

21 21

Process- Platform Commercial
specific ELISA ELISA ELISA
(custom for (custom for
one product) one

organization)



2.5 What are the main shortfalls the HCP ELISA you
are currently using?

11

74
3
Coverage is Coverag Lack of
too low unknown dilutional
linearity



2.6 Do you apply USP <1132> for other modalities
other than recominant proteins, such as DNA/RNAs,
viral vectors and vaccines

always some with know yet

B A



2./ What are your challenges to develop
process specific assay?

33

B A



Session 3: Alternatives to ELISA for HTP and
Routine HCP Testing

Session Chair: Thomas Warner, Senior Principal Scientist, Boehringer Ingelheim

Audience Surveys



3.1 How many HCP samples are processed per
week in your lab?

12

4

1 1

5-10 10<25 S -25-100 >100

BEEHA



B A

3.2 What types of assays do you use for total or
individual HCP quantification?

L. .

ELISA LC-MS Bradford (in- SDS- PAGE SDS-PAGE Western Blot HTRF Other (please
solution) (Coomassie ver type in Chat
cuning) Box)



B A

3.3 How many HCP assays do you routinely use
for a given produt? EG; total HCP and specific
HCPs




3.4 \Which HCPs are most problematic for your
company's antibody drug conjugates or
bioconjugates?

B A



3.5 Is your company currently pursuing
alternatives to ELISA for HCP analysis?

23

11

4
2 ° 2
I .
Yes, Yes, Ella Yes, Yes, Gyro  Yes, MSD Yes,MS Yes, Other No
Luminex Fireplex Support (Add to

Chat Box)



3.6 What is the highest level of HCP multiplexing
actively being utilized at your company for individual
HCP quantification?

16

4
3
1

1HCP- 2HCPs - 3-5HCPs 6-10 HCPS More than
Monoplex Duplex 10HCPs

B A



Session 4: Methods for Detection of Low
Abundance HCP's

Session Chair: Stefanie Wohlrab, Senior Scientist, Roche Diagnostics GmbH

Audience Surveys



41 \What methods are used at your company for
low abundance HCP detection?

42
31
1
L_
LC-MS/MS Immunoassay Activity assay Other (add to
(ELISA or other (e.g.lipase Chat Box)
format) assay)

B A



4.2 For individual HCPs, at what level do you
present to regulatory agencies?

31

22
4 4
1 o I e
— I
Oing/mgto 1ng/mgto  10ng/mgto 50 ng/mg Above 100 Case-by- Based on
1ng/mg 10 ng/mg 50 ng/mg to100 ng/ ng/mg case basis risk
mg qassessmen t



4.3 \Which HCP-related issues have you
encountered?

20

SSSSSS




4.4 How often do you use LCMS for low
abundance HCP analysis?

36

12

j 6

Very often, it Not often, Not at all
is our routine only when
assay identification
is needed



4.5 \What is the sensitivity of your generic LC-MS/MS
method for HCP identificaiton and quantification?
(Target HCPs unknown)

10

3

0

Less than 01to1ng/ 1ng/mgto Above 10
0.1ng/mg mg 10 ng/mg ng/mg

B A



4.6 \What is the sensitivity of your LC-MS/MS method
for a known HCP identificaiton and quantification?

20

13

4

Less than 01to1ng/ 1ng/mgto Above 10
01ng/mg mg 10 ng/mg ng/mg

1

B A



4.7 How long does it take for development of an
individual HCP ELISA at your company?

34

3

0 — N
e
3months 6 months 1year More Other
than1
year

B A



4.8 Is there a strong correlation between your
companies lipase-based HCPs and lipase activity
assays?

9

j 4
Yes No We don't run
lipase

activity
assays

B A



Session 5: Guidance

Session Chair: Fengqgiang Wang, Principal Scientist, Merck

Audience Surveys



9.1 How is HCP measurement performed during
commercial phases?

39

19
8
1 1
In process- Depends on No HCP Other (please
control the product measurement type in Chat
at all aofter Box)
process
validation

B A



5.2 Has your company ever used a commercial HCP

assay to support a marketing authorization
application (MAA or BLA)?

19

Yes, routinely Yes, with data
demonstrating
process-

specific
suitability for

B A



5.3 Do you have a formal risk assessment
prodedure in place for HCPs

19

Yes No | don't know

B A



5.4 Has your company ever seen evidence of
patient safety issues related to HCPs?

14

4
1
Yes, several Yes,1or 2 , iSS
times ti S SO
efor
something sufficiently
confirmed could free of HCP
happ



5.5 Has your company ever seen evidence of
product quality issues realted to HCPs?

13

Myb

p d t

mt be
somethmg suff nnnnn tly
conﬁnned ould free of HCP

happen




5.6 What tools do you use to assess risk of
HCPs?

Theoretical risk In silico Precident In vitro assays Additional Other (Add to We dont utilize
assessmenton immunogenicity derived from to characterize Toxicology Chat Box) risk assessment
identified HCP prediction public immunogenicity studies for HCPs

information potential



Session 6: HCP Critical Reagent
Characterization Methods

Session Chair: Frieder Kroner, Group Head - Impurities, Novartis Pharma AG

Audience Surveys



6.1 How do you evalute whether a given HCP
antibody is “fit-for-purpose™?

3

6
0
Based on the Based on Combination Other (Add to
ELISA coverage of both Chat Box)
performance data

B A



6.2 What method do you use for coverage
analysis?

1D SDS-PAGE/ 2D SDS-PAGE/ 2D-DIGE Immunoaffinity Immunoaffinity ELISA capture Combination of Other (add to
Western blot Western blot chromatography  chromatography with MS several Chat Box)
with 2D SDS- with MS techniques

PAGE

B A



6.3 \When do you perform antibody coverage

analysis?
12
7 7
3
.

Before 1st Afterist Pre BLA/ Post BLA/ We do not
IND/CTA IND/CTA NDA NDA perform
coverage
analysis



6.4 How do you demonstrate your HCP ELISA
standard is representative of the HCPs in your
harvest?

B A



Thank Youl!
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