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Welcome Back & Introduction

Laureen Little
Principal Consultant
Quality Services
BEBPA President

Day 1 - Intro Audience Surveys



i.1 How many BEBPA Conferences have you attended?

44
31
10 -
I E
|

This is my first 2to4 5t09 10to14 More than 14 (USB + HCP +
EUB =39!)




.2 What type of organization do you work for?

65
20
& e —— n— _

Bio/Pharmaceut Bio/therapeutic Contract Regulatory Institute/Acade Government/Ins Supplier Other
ical Company Firm Organization Agency mia titution Organization




.3 \WWhat part of the organization do your work for?

42
28
13 13
A

Research Development Quality Control/Assurance Marketing Other




BEEHA

.4 \\What type of products do you work with? (Check all that apply)

4
42 39
28
P2
- . . - :

Protein Products Vaccine Products Biosimilars CellorGene Therapy RNA Products Other




BEEHA

.5 What type of assays do you develop? (Check all that apply)

. 36

ELISA (direct, sandwich, Real time measurement In solutio Flow cytometry Cell-Free Functional Assays Cell-Based Functional Assays Animal Assays
competition) technology (ex: SPR, BLI) fluo

87

10




Day 1 Audience Surveys

Session 1: Regulatory Aspects of the
Potency Assay
Session 2: Potency Assay for Novel
Products



BEEHA

11 At what clinical stage would you usually implement functional potency
methods in your release and stability panel?

54
21
15
6
S

Phase 1 Phase 2 Phase 3 PPQ + Commercial Not at all




1.2 How many different potency methods per product do you ultimately have

in R&S testing to assure potency of your product?

binding potency assay

depends on the product

too much

varies
depends

one 23

“two .

depends on modality
functional cell based

depends on product

1to 2

182

product dependent

two or three

enough




BEEHA

1.3 What challenges did you face during the development of a functional
potency assay?

87
(2
49 50
36 . .

Incomplete Assay Variability & Curve Fitting & Dose Critical Reagent Assay Robustness & Regulatory Expectations

understanding of the MoA Reproducibility Range Selection Qualification Transferability & Validation Readiness



1.4 \Would you apply the same acceptance criteria for cell-based potency
assays for non-protein APIs as for protein APIs?

8

Yes, because this is what is expected by the Yes, because | believe that it is possible to No, because | don't belive it is possible to

authorities achieve the same precision, accuracy etc. achieve the same precision, accuracy etc.

B

“EpA



BEEHA

1.5 Do you use serum free or reduced serum in your cell culture?

45
18 19
- - :

Reduced serum media Serum free media Doesn't work Never tried




Day 2 Audience Surveys

Session 3. Replacing Old Technology Assays
Session 4: Al & Automation for Bioassays



2.1 Do you have automation available in your lab?

Yes, but it is not used often Yes, but it is only used for late- Yes, we routinely develop

phase assays automated assays



2.2\\What is in your view the biggest advantage in automating cell-based

bioassays?

increased throughput freeing up anaysts
f operator independent
reproducability standardization O) ,
less variation  reproducible ty € reducedinjury
ower variabiytime reduced variability  variance . *

1;hroughl5>ut

S being faster
C time for coffee

accuracy

_ (7)) 3 easy reduce hands on time
tresauing ) X Con3|stenc 0> i
ease of use Q) 3 no analyst influence
i &2 =
validation ) =2 Q) Qe control variation
peommonce: & n.= efﬁcnency 2 . less hands in time
lesshandsontime & E waffles U e i
0O % = aAuce varia |T\/ Dbetterprecision
= i 4—, >y o B/ N .
hands-on time Q Q) save tlme labour saving 8 2 gmprequirements
— reduce headcount ‘ g '§m
3 variability reduction assay complexity c 0
S e reduce not so nice tasks % E=

less repetitive work
analyst time reduction




BEEHA

2.3 Do your bioassays usually require similarity before estimating relative
potency?

1 16
: s

No, we estimate potency from Yes, we use a composite (e.g., F, Yes, we use parameter-specific Yes, we use parameter-specific

unconstrained models Chi-sq, or prob - difference) test difference tests equivalence tests



2.4 Are you concerned about bias in relative potency due to allowed non-
similarity

Yes No



2.5 How much effort do you invest into improvement of established assays?

38 38
17
- 3
I

50% or more Less than 50% but more than10% Less than 10% of our time None at all




2.6 Have you had any regulatory input when you are attempting to replace an
older method?

27
24
19
| -

Yes, mostly from our upper Yes, from the regulatory bodies, The regulators required us to No, but the process took along

management and QA group they were not happy update our assay time



Day 3 Audience Surveys

Session 5: Validation



3.1 Which step do you consider most critical in developing a robust and
reproducible cell-based assay?

44

Selecting the appropriate cellline  Optimizing assay conditions Choosing the right detection Establishing proper controls
method




3.2 Which validation parameter do you find most challenging to achieve in
practice?

34
27
22
- :

Accuracy Precision Specificity Robustness




3.3 On which individual values is the design in your validation and robustness
studies based?

3t 29 29
17
- :

We always use single runs / assays We use single runs/assays for robustness We use reportable values for all kind of We decide on a case-by case basis | don't know
and reportable values for validation studies




3.4 \Which analytical procedure and transfer approach do you follow?

42
37
34
14
- 6

We always perform comparative testing We perform (partial) validation in the We follow the co-validation approach We are re-considering our transfer We don't perform transfer studies
receiving laboratory approach to follow ICH Q14




3.5 How do you test for repeatability during validation? Do you also change
the testing based on the revision of ICH Q27

48
39
20 18
]

Intra-assay variability Inter-assay varibility (same Inter-reportable value (same  No formal repeatability To be tested at 3 levels Tobe tested at 5 levels We decide on a case-by case
(between runs) operating conditions) operating conditions) testing (accord. to (range) (range) basis
USP<1033>)



18th Annual EUR Bioassay Conference
WORKSHOPS

24-26 September 2025
Rotterdam, Netherlands



\Workshop 1 Audience Surveys

Housekeeping Activities of Potency Assay



W11 What kind of organization do you work with?

33

Bio/therapeutic Firm  Contract Organization Government/Institutio Supplier Organization Consultant Other
n



W1.2 How long have you worked with bioassays

24
i I
15
- 1
0 )

0-1year 2-5years 6-10 years >10 years | don't work with bioassays




BEEHA
W1.3 In which phase are the molecules you support running potency
bioassays?

S5
28 31 29
21
. 4

Pre-Phase | Phase | Phase I Phase lll Commercial Not Applicable




B

“EpA

W1.4 \What kind of readouts do you use for your bioassays apart from
absorbance/luminescence/fluorescence?

28
23 29
16
14 14
Flow cytometry Electrochemilum gPCR ddPCR SPR (Biacore) BLI (Octet) Other None of the
inescence above




W1.5 Do you use automation in your assays?

23
18
13
2
[—

3

Yes, some of our assays Yes, most of our assays are  We are just beginning to We have not yet We have no plans to
are automated automated incorporate automation automated any assays automate assays



B EEPA

\W1.6 If you automate your assays: what level of automation do you use?

Full Automation All steps once the cellsare  Sample preparation Incubation/Rinse/Adding  We use automation to
on the plate Substrate make cell banks




W.7 What is Your Cell Banking Strategy?

26
21
6 5
| e
.

MCB - (assay ready) WCB  TolkenStock - MCB - MCB-WCB -assayready TolkenStock - MCB-WCB - No Cell Banking Strategy
(assay ready) WCB Cell Bank assay ready Cell Bank




W1.8 Do you Follow a Guideline for the Qualification of Your Bioassay Cells?

31

1
7

We Use an Official Guideline We Make Our Own Rules We Follow No Specific Guidance




BEEPA

W1.9 How do you monitor %CV trends across multiple assay runs?

20
18
15
9
- :

Automated LIMS/QC system tracking Regular statistical monitoring (e.g, ANOVA, Ad hoc review only when issues arise Automated LIMS/QC system tracking Other
variance components)




BEEHA

W1.10 What is the biggest challenge in reducing %CV for your CDC assay?

35
13 13
- : -

Biological variability of Complement source and stability  Instrument/reader variability Limited assay throughput (small n
effector/target cells replicates)




W11 How often do you encounter runs failing due to exceeding 7%CV
acceptance limits?

3
1
_ R
Rarely (<5% of runs) Occasionally (5-15% of runs)  Frequently (15-30% of runs)  Very often (>30% of runs)



B

“EpA

W1.12 Has your organization explored alternatives to %CV as the primary
acceptance criterion for replicate variability?

27
15
7
I :
"

Yes, routinely use alternatives Yes, in some cases (development  No, we rely only on %CV Considering it but not yet
phase, troubleshooting) implemented




\Workshop 2 Audience Surveys

Outliers in Bioassay Analysis: Navigating the Challenges



BEEHA

W?2.1 How often do you see outliers in your bioassay data?

22

5
O -
Never Rarely Sometimes Very often Always



W?2.2 When would you remove an outlier?

2
= %

Never Only if an assignable cause is Based on practical experience Based on a statistical test
identified (subjective)




W?2.3 What statistical outlier tests have you used?
1

22
21 20
. . . |
I -

None Dixons test Grubbs test Studentised residuals test  Other




BEEHA

W?2.4 Do you use a criterion on %CV of replicates to identify potential outliers?

28

Yes No



BEEHA

W?2.5 Do you regard outlier management as a challenge for your assays
and/or product lifecycle?

£9

Yes No



\Workshop 3 Audience Surveys

The ABC's of Confidence Intervals



BEEHA

W31 What type of assays do you develop? (Check all that apply)

ELISA (direct, sandwich, Real time measurement In solutio Flow cytometry Cell-Free Functional Assays Cell-Based Functional Assays  Animal Assays
competition) technology (ex: SPR, BLI) fluo




W3.2 What kind of statistical support do you have?
1

12
. 7
6
4 4
.3 .
Py | [ ] .

| am a statistician | have a statistician in my | work with a statistical Someone on my teamis The software does the stats | could use some help Why do | need a statistician
company consultant pretty good at that stuff forme




W 3.3 What software do you use for assay analysis?

uuuuuu Softmax PDItgph other Combistats ustom softwar
from reader




BEEHA

W3.4 \Which guidance do you use for combining results of multiple assays?

14
12
4
- 2

USP1034 PhEUR 6.3 Just plain stats Other




W3.5 Does your software support combining results of multiple assays?

18

Yes, using the USP or Ph EUR guidance No Not sure



W3.6 How many assays do you use to produce a reportable value? Same
plate or multiple plates?

Just 1 More than 5 Multiple assays, same plate Multiple assays, multiple
plates




\Workshop 4 Audience Surveys

Case Studies: Bioassays to Support Various Products



WS4 \What modalities are you working with?

Antibodie Peptides Cytokines mRNAs ATMPs Toxins Other
Bispecific



WS4.2 At which stage do you start working on a functional MoA-reflective bioassay?

22
11 Ir
"

Preclinical Phase | Phase I/l | don't know




WS4.3 Does the cell line used have to be representative of the species and cell type?

21
11
10
Yes, always Yes, if the model is suitable for QC- No | don't know
testing




\WS4.4 Do you develop your potency method according to a matrix approach?

22

3

Yes, always Yes, in some cases No | don't know



Thank you!!
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