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Day 1 - Intro Audience Surveys
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i.1 How many BEBPA Conferences have you attended?
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This is my first 2to4 5to9 10to14 More than 14 (USB + HCP +

EUB=42!)
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.2 \What type of organization do you work for?
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Bio/Pharmaceut Bio/therapeutic Contract Regulatory Institute/ Government/ Supplier Other
ical Company Firm Organization Agency Academia Institution Organization




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

1£
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Research Development Quality Control/ Assurance Marketing Other
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.4 What type of products do you work with? (Check all that apply)
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Protein Products Vaccine Products Biosimilars CellorGene Therapy RNA Products Other




BEEHA

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

ELISA (direct, sandwich, Real time measurement In solution assay (ex: Flow cytometry Cell-Free Functional Assays Cell-Based Functional Assays Animal Assays
competition) technology (ex: SPR. BLI) fluorescence transfer)

co
22 33/33




Day 1 Audience Surveys

Session 1: Regulatory Aspects
Session 2: Development




BEEHA

11 Which Pharmacoepia do you follow for your data analysis of potency
assays?

The JP G3 Suite The ChP general The Chp general The IP appendices The TP general The KP EUP Chapter 5.3 USP Chapters
chapter 9307 chapter 9401 chapter 1032ti1034

00




BEEPA

1.2 Which global regions have you submitted data for product approval?

28 6
== HR

Asia India Australia/New US/Canada EU/UK South America Other
Zealand

27
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BEEPA

1.3 Has your organization ever identified an apparent potency shift that
was ultimately attributed to assay bias rather than product quality?

21

Yes, multiple times Yes - once No Not sure




BEEHA

1.4 At what stage has your organization identified unexpected assay bias?

During method
development

During method
validation

After validation or
during routine testing

20
14
12
9
3
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At more than one of
these stages

We have not Not sure
encountered assay
bias




Day 2 Audience Surveys

Session 2: Product Specific Potency Assays




2.1 How would you rate your experience with ADCs (antibody drug conjugates)?
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4
: -

Extensive experience  Moderate experience  Limited experience New to ADCs




BEEPA

2.2 Have you used Frozen-Ready-to-USE (FRTU) cells in your cell-based
bioassays?

Yes - whenever biologically Yes - but only for specific Yes - but only rarely No, but we are considering
possible products it




2.3 Have you seen small structural changes to the product which alter
the dose-response curve in your potency assay?

14

2 2

Yes, fairly often Occasionally Rarely Never




2.4 Do you do early development knowing that your assay will need to be automated?

Yes - routinely Yes - occasionally No, but we are starting to




Day 3 Audience Surveys

Session 4: Accelerating Assay Development with DoE




3.1 Do you use DoE for assay development? (Not including validation or
robustness testing)?

Yes - routinely Yes - occasionally No, but are considering it

00 o5/




BEEPA

3.2 Do you use DoE to design bioassay validation?

Yes Sometimes No - We only use a ICH Q2 design




BEEHA

3.3 When do you do robustness testing for your potency assay?

Early in development When we transfer an assay As the end of development As part of validation Other
to another lab just before validation




BEEPA

3.4 Have you ever competlely changed potency assays during late-phase development!!?

No, but are in the process




Education Session 1 Audience
Surveys

Bioassay Basics




(Practice!) E11 What is your favorite vaction?

9
.2 2

Nature Anywhere with Alone with a book Something new
family/friends




E1.2 What organization do you represent?
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Small or large Contract (CRO/CDMO/ Academic/Consulting Government/Pharmacopeia Other

biopharmaceutical (sponsor) contract lab)




BEEHA

E1.3 How would you rate your proficiency level in bioassays?

Beginner Basic Intermediate Advanced Expert (still learning
though)




BEEHA

E1.4 \Which bioassay lifecycle challenge is most critical for you, now or
ahead?

Designing a MoA- Robustness and Acceptance criteria Reportable value Reference standard Detecting assay drift Method transfer to Change control, Other
relevant assay critical reagent lots progression from and validation model andinvalid-run  management and (SPC) CMO/CRO revalidation, and
qualified to validated rules bridging comparability




BEEPA

E1.5 Do you use an outlier's detection for your assay's readouts?

O O

Yes, always It depends No, we usereadoutsasis  We don't have outliers We don't have outliers

o0 A
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BEEPA

WS1.6 A potency assay fails parallelism (similarity) in QC, so there is no reportable value. How does your Quality unit
handle it?

O O

4
1
a —

Document/repeat Lab investigation Full OOS/O0T It depends We have no similarity  What is similarity?
invalid assay investigation failures

o0 A
o 1414




BEEPA

WS1.7 Which organism was first documented in the literature as anin
Vivo model to measure potency?
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4
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Fruit fly Rainworm  Canary Chimpanzee Dove Mouse Zebrafish Frog




Education Session 2 Audience
Surveys

Using Design of Experiments (DoE) in Assay Development




ES2.1 At which stage of analytical method development do you primarily
use DoE?

Early screening of method Method optimization Robustness evaluation Method validation / We do not currently use
parameters lifecycle management DoE

00 -




BEEHA

ES2.2 \What do you consider the biggest advantage of DoE compared
with one-factor-at-a-time (OFAT) experimentation?

i
6
5 &
| -..

Fewer experiments Identification of Better understanding of More reliable identification All of the above
interactions between method robustness of optimal conditions
factors

00 4474/
o 1414




BEEHA

ES2.3 Which screening design do you generally use?

O O

Fractional Factorial Plackett—-Burman Taguchi Orthogonal Arrays Others




BEEHA

ES2.4\What is the biggest challenge when applying DoE in your
company?

Selecting the right Choosing factors and Statistical analysis and Translating results into Limited time, resources, or

experimental design appropriate ranges interpretation practical decisions expertise




Education Session 3 Audience
Surveys

Are You Confident? Or Is It An Outlier?




ES3.1 Potency is estimated at 100% with a 95% Cl of 95-105%. Does this
mean there is a 95% chance the true potency lies between 95% and 105%7

It depends




BEEPA

ES3.2 What type of assays do you develop? (Check all that apply)
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ELISA (direct. sandwich, Real time measurement In solution assay (ex: Flow Cytometry Cell-Free Functional Assays Cell-Based Functional Assays Animal Assays
competition) technology (ex: SPR. BLI) fluorescence transfer)

©0
o



BEEHA

ES3.3 What kind of statistical support do you have?

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

O

o0




BEEPA

ES3.4 What software do you use for assay analysis?

P e ]
PLA Quantics Softmax Pro, Deltagraph or other Combistats In-house custom software Other
from reader vendor




BEEHA

ES3.5 Which guidance do you use for combining results of multiple assays?

10
3
2
= 7
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USP1034 PhEURG.3 Just plain stats Other

o0 R
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BEEPA

ES3.6 Does your software support combining results of multiple assays?

1

O

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




ES3.7 How many assays do you use to produce a reportable value?
Same plate or multiple plates?

13

O

Just 1 2-9 More than 5 Multiple assays, same plate Multiple assays, multiple

plates




Education Session 4 Audience
Surveys

Potency Assays for Advanced Therapeutic Medicinal Proteins (ATMP's)




BEEPA

ES4.1 What stage of development is your primary ATMP candidate currently in?

O O

Preclinical / IND-enabling Phase 1/ Phase 2 Phase 3/ BLA/MAA filing Commercial / Post-approval | support multiple clients/stages

(Vendor/CRO)




ES4.2 What is your primary ATMP product modality?

In vivo Gene Therapy (eg. AAV, Ex vivo Gene-Modified Cell Unmodified Cell Therapy / Tissue  Other (e.g., mRNA, RNA|,
Lentivirus) Therapy (e.g. CAR-T, HSCs) Engineered Products (e.g, MSCs) Exosomes)

e




BEEPA

ES4.3 How are you approaching your potency assay design to satisfy
global regulators?

1

° S

A single, highly functional bioassay A matrix approach combining multiple orthogonal Surrogate markers backed by strong correlationdata  We are still trying to figure out our Mechanism of
assays (e.g. expression + activity) Action (MoA)




BEEPA

ES4.4 For AAV-based therapies, what is your team's stance on the
traditional TCID50 (infectivity) assay for release panels?

O

1
I

Keeping it; we feel regulators still expect  Actively removing or replacing it Never used it; we rely entirely on cell- Not applicable to our modality

it following recent FDA draft guidelines based transduction/expression assays




BEEPA

ES4.5 \What is the single biggest bottleneck your team faces in ATMP
potency assay development?

1

B °

1
O

High inherent variability of starting Gaps in fully understanding or mimicking Transferring the assay fromR&D to a Managing critical reagent lifecycle and Sourcing a representative and stable

biological materials/cells the Mechanism of Action (MoA) quadlified/validated GMP Quality Control long-term assay stability target cell line
environment




BEEPA

ES4.6 Have you ever experienced a clinical hold or major regulatory
delay specifically due to potency assay deficiencies?

O O

Yes, during IND submission Yes, during Phase 2/3 transitions orBLA/MAAreview  No, but we received challenging deficiencies/CRLs No, we have successfully navigated regulatory
that required significant rework feedback smoothly




BEEPA

ES4.7 How has the FDA's shift from "Potency Testing” to a broader
"Potency Assurance” control strategy impacted your pipeline?

O O

Heavily impacted; we are actively redesigning our Minor impact; our quality target product profile No impact yet; we are waiting to see how it plays out Unsure / Still interpreting the guidance
manufacturing controls and in-process testing (QTPP) already aligned with this ininspections




Thank Youll
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