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Discussion on the Audit Activities for the Measurement of Biomarkers
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Background and Objectives 1. Audit Sections

Background Question: Please select the audit section for each study from the following.

€ Japan Society of Quality Assurance (JSQA) has been considering the topic
of ‘Audit methodologies for clinical trial at laboratories’ in the Joint Special In-House Contract
Project Group 2 (KT-2). We had presentations regarding considerations for S 4 3 2 1 0 0o 1 2 3 4 5
reliability assurance in bioanalysis of clinical samples at the 7th, 8" and 9t JBF — GCP audit section I
symposium. S —— Nonclinical QA section T —

& Recently, we can see expectations are growing concerning the efficiency and Clin/nonclin QA collaboration s -
increasing success for drug development by biomarker (BM) assessments. In QA Cé;fgrirced " ;;"dat'on

— I [ |

addition, in May 2018, a content on an assessment of concentration for BM was
mentioned on the BMV guidance issued by FDA. Therefore there is increasing
interest in this topics.

Overall, nonclinical QA section was mainly involved in both in-house and
T contract studies. There was a trend that the proportion of involvement of the
Objectives GCP audit section increased in BM analysis in CRO.

€ We conducted the questionnaire for the members of KT-2 to confirm current

situation and audit correspondence in measuring pharmacokinetics (PK) and BM
in clinical studies. 2. Audit Viewpoints

€ Based on the questionnaire results, we compared current situation of the Question: Please select the closest method to check the following items in audit.
studies performed under contract or internally for the measuring BM or
validation studies. In addition, some of the questionnaires included some views
concerning audits of measuring BM. It also showed that there were some
challenges at laboratories. 5 4 3 2 1 0
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1. Audit Sections — Measurements

€ The results of the questionnaire, it was highlighted that nonclinical QA section S N N L DataISrI;Iysis
involved in the studies that were performed for exploratory trial. However, for T R — Raw data
the studies that affect registration application directly such as primary T T NAL e O —
endpoints, it is assumed that the GCP QA section would be more involved in NA IC e
these studies. NA %‘27(‘;\9 — —

2. Audit Viewpoints I I Int/ext quality control E— —

€ On the studies performed under contract, a lot of contents of audit items were
checked by the QA section at contracted companies. In accordance with this, it Contract Study
was inferred that the audit conducted by internal QA section would be done as 4 3 9 1 0 0 1 2 3 4
minimal audit. According to the type of BM, it has possibility to entrust it to —— —— Organization — |
CRO which has less experiences. Audits could entrusted to the QA sections of _— Analytical plan e = ek Dy stdy audit
contracted companies if they have enough experiences. If this is not the case ———— Sté;}ﬂi;?fe;tgﬂﬁétc e W Check b:// s%/udy
(especially an initial contract or contract with overseas), we should be aware NA ClJlinical sampltes — _ gr;dni‘fzﬁz‘cs“dits
that there might be multiple concerns at the reliability perspective. N A SeR I — Not applicable

3. Audit Cases s - DaIQt:vsrélzlg/a]Sis — NA: Item is not applicable

.. : .. I Analytical report E—

€ Some of the nonclinical personnel have less experience to handle clinical NA  Reporting to clinical operation —
samples or have never conducted validation studies in the studies conducted NA 1C E— — s
internally. Therefore it would be beneficial to have training for handling clinical | NA B OR — o -
samples or increase knowledge of the BMV guidance prior to start the studies. ———— (I:gtn/ﬁltjgllégltlltovncr?enctg% — ¥,

€ The majority of the audit observations in the studies performed under contract _ Contract document s % ‘
were related to organization at the facilities (e.g. SOP and archiving). It would e — — >ite selection T —
be beneficial to confirm beforehand with contracted companies regarding
contracts, organization, quality control, specimen management, defined There was a trend that items checked by system audit or not checked increased
provision/standard, education/training and archiving. in contract study.

3. Audit Cases

Overview In-House (6 studies in 3 companies) Contract (12 studies in 5 companies)
Therapeutic area gilzgacsllesease, Uil Clssess, Dermende), [y Cancer (9), Immune disease, Genetic disease, Diabetic
Type of BM PD marker (5), Predictive marker Stratification marker (6), PD marker, Surrogate marker, Diagnostic marker, etc.
Endpoint Exploratory outcomes (3), Secondary outcomes (3) Exploratory outcomes (10), etc.
Clinical stage P-I1, P-II (3), Clinical pharmacology study P-1 (4), P-II (5), P-III, GP-III
Trial Design Blind (6) Blind (4), Open (3), not applicable (validation study only), etc.
Analysis site Pharmacology section (4), BM section CRO, Joint R&D laboratory, etc.
Measurement system LC-MS/MS, ELISA, FACS, FRET ELISA (3), FACS, IHC, PCR, FISH, NGS
Audit items checked Organization, Analytical plan/report, Raw data, Analyt_lcal_plan/report, Accuracy of measurement, Stability of clinical samples,
Documents related to study, etc. Organization, etc.
How to check the above Checked on the processing and description between |Review of related documents, Checked on contents on study document,
items documents related to study. Audited on-site, etc.

Problems about amendment of analytical plan,
Comments resulting from [checking clinical samples, mismatch on study records, Problem about incomplete systems or records (i.e. QC, clinical samples, regulation,

audit miscalculation, and incomplete regulation and training jarchives, training system, raw data, equipment management).
system.
Worrisome cases How to check on enormous complicated data and

No knowledge and/or check items on genetic therapeutic area.

experienced preliminary study conduct.

% The value in parentheses in the table represents number of studies (3 or more).
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