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Reflection paper for laboratories that perform the analysis
or evaluation of clinical trial samples

The analysis of samples collected from subjects participating in clinical trials forms a key part of the clinical trials process.
Sample analysis or evaluation provides important data on a range of endpoints which is used, for example, to assess the
pharmacokinetic profile of investigational medicinal products and to monitor their safety and efficacy. Consequently, it is

essential that sample analysis or evaluation is performed to an acceptable standard which will ensure patient safety is not

-
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compromised and that data is reliable and accurately reported.




The responsibilities of the clinical and analytical teams are clear and
distinguished | '

Syngene

Clinical team:

Responsible for the design, conduct, performance, monitoring, auditing, recording,
analyses, and reporting of clinical trials that provides assurance that the data and reported
results are credible and accurate, and that the rights, integrity, and confidentiality of trial
subjects are protected as per GCP guidelines

Bioanalytical team:
Measurement of the concentration of a biologic and its target in human matrix, the
characterization of anti-drug antibodies from a human trial, generating meaningful,

clinically relevant assay data as per GLP and GCLP principles

The two teams appear to have completely different objectives
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SYNQEeNne  so where is the connection then?!

For any meaningful data or a successful trial, the BA teams needs to develop and validate fit-for-purpose
immunoassays- for PK, PD and ADA assays
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: Key parameters for PK, Immunogenicity Information required from the GCP
: and PD assay development and validation : : clinical teams

Standards, QCs, assay cutpoint, selectivity,
endogenous targets Population/inclusion criteria

Assay range, MRD, sensitivity, dilutional
linearity, confirmatory, drug tolerance Cmax and Cmin

Stability, freeze thaw

Shipment, data in, data transfer, data table-LIMS

THE-SIMPLE-COMPLEX

Site storage conditions/temperatures

activities Manifest and Data transfer agreements

Dilutions for sample analysis, concomitant
medication selectivity and stability studies Treatment details
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SYNgene | ..andthatisnotall

Pre-dose

Dose

Cycle,
timepoint

The important GCP elements that determine the outcome of GLP/GCLP BA sample analysis are the clinical
trial protocol (CTP), sample manifests and the data transfer agreement (DTA)

Placebo

Population- age, ethnicity, rare
diseases

Sample type, volume, anti-
coagulant

Randomization, X-
over !
Blinding/unblinding

Informed consent i

Unique
custom ID
Complete O

and punctual

Collection date and time

Missing visit information
Study

number

Manifest

and DTA

Unscheduled visits

CRO partner
P B Consistent templates

(DD/MM or MM/DD?)
Reporting format,
frequency, mode

Over the last decade and a half, we have failed a few times and we have learned...
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...that the complex connection needs to be established a priori, manas
and ‘nurtured’ | '
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...any breakdown in this complex communication network will lead to assays not being
developed for their intended purpose...

...leading to the generation of invalid and irrelevant data.

Bad data will, imaginably, nullify the objective of the clinical trial itself.

e
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Syngene

workflows to ensure all GxP BA needs are met

Method development and validation phase Sample analysis phase

CTP-even ifin
draft stage

* Disease
* Patient
* Population

Drug
* Dosage

Phase of trial
Number of samples
Volume

1° and back up
Estimated %
positivity

¢ Mechanism of

action

CTP= Clinical trial protocol

¢ Cmin and Cmax

* Treatment regimen
* Concomitant drugs
* Cross over design

Unscheduled

Sample manifest samples
* Form Withdrawn

) Format Subjects
* Schedule

Data transfer agreements
* Secure sites
* Transfer frequency

BACSR requirements

Blinding and
unblinding

* Soluble and insoluble
disease targets

Our mantra is communicate, communicate, communicate
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There are various examples of fit for purpose methods developed

and validated based on early/timely communication and a good
understanding between the GLP/GCLP BA and the GCP teams

8 i Putting Science to Work




Despite clear communication we encountered a simple problem that |
inordinate delays in sample data reporting | .

Syngene

Problem: The e-manifest was not in a format agreeable to our WATSON LIMS. Samples could not be imported on
time, analysis was delayed, sample backlog was growing, database locks were looming...

E-manifest from CT CRO

$Hav FROZEN
sERN FROZEN
SERm FROZEN
SERN FROZEN
SR FROZEN
RN FROZEN
SR FROZEN
22 FROZEN
SR FROZEN
seRm FROZEN
s FROZEN
SR FROZEN
AN FROJEN
SERN FROZEN
seRm FROZEN
s FROZEN
— R e —— ROZEN
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The CT CRO was not in a position to supply e-manifests as :
Syngene requirements. Therefore, we moved early and developed a software
could transcribe the e-manifest files | '

E-manifest reformatted as per WATSON requirements

Transcribed Fille
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SYNgene  n conclusion

The purpose of a clinical research is towards safe and efficacious treatment
to patients

While the GLP/GCLP BA team and the GCP clinical teams appear like have
completely different objectives

There are important GCP elements that determine the outcome of GLP/GCLP BA

method developments, validations and sample analysis i

SIMPLE-

COMPLEX

...the complex connection needs to be established a priori, managed and
‘nurtured’

To remove complexities from a simple arrangement, the mantra is communicate,
communicate, communicate
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Thank you for your
attention




