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Executive Summary

Scientific Validation Status in Japan

« EBF White Paper Items / In vivo Studies

— Use of scientific validation (SV) is still limited while there is a
desire to use this and BMV guideline includes the addendum
on tiered approach

— Some bioanalysts are reluctant to use SV in “main” studies:
Different desire for application of SV was detected (non-
pivotal study vs preliminary study)

— Use of matrix matching is not well-recognized

« In vitro Studies
— Japanese bioanalysts have high level of interests in the
purity of analytical standards even in in vitro studies
— BMV-like format is actually used and desire to use scientific-
driven approach was detected
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Conclusion Scientific Validation
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N U s WD

Evaluation of survey results about SV in DG

COA(ROA): Acceptable for simplification, however, regular COA is required
for ICH-M3(R2) test of metabolite

Acceptance criteria for CAL and QC : Acceptable for relaxed criteria
Matrix : Alternative matrix/matrix matching is insufficient agreement
(Inter-day) reproducibility : Evaluation in In-Study, if necessary
Selectivity : Early clinical: n=6, Others: n=1 or pooled

Evaluation of co-med effect: Not requirement (but 17% positive result)

Stability

7-1. Stock solution stability: Unchanged +15%, metabolite £20%
7-2. F&T : Required based on the sample treatment

7-3. Duration of storage : Required based on the sample treatment
7-4~6 : Not required in whole blood, with co-med, processed sample

8th JBF Symposium, 2017

http://bioanalysisforum.jp/

94



Evaluation of survey results about SV in DG

8. Evaluation by IS variability: Not common, but recognizing utility of it,
EBF criteria acceptable, SIL/Analogue IS difference recognized.

9. Other items

O-1. Recovery: Not required

9-2. Carryover: Evaluation in investigation stage or In-study

9-3. ISR: Not required for urine and tissue(>90%, including if necessary)
9-4. Dilution: If necessary, >2/3 in Pre-study

10. Others

10-1. Sample preparation: the document for sampling method is prepared
based on the preliminary investigation
10-2. Extrapolation
Over ULOQ: Half and half for not accept and within +20%
Under LLOQ: Not accept was major, treat as BLQ or zero.
10-3. Reanalysis: Metabolite, urine: scientific judgment,
Plasma: under, SOP

8th JBF Symposium, 2017
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Evaluation of survey results about SV in DG

10. Others (continued)

10-4. Documentation : Acceptable simplification for protocol and report.
10-5. SOP preparation for Tiered/SV : Not progress , but 40% experience.

11. Application by SV: Acceptable in future was majority, but unchanged in
clinical adhered to GL was 60%. It is Japanese domestic issue that SV data
treat as evaluation result or reference result in raw data hearing after
submission.
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Conclusion Scientific Validation

_ Discussion in DG based on the EBF WP (2015) |

Survey to bioanalyst

from discussion result in DG (2016)
Effective response: 58

v

SV is generally acceptable in Japanese bioanalysis,
which is EBF opinion that does not always comply BMV
guideline for analysis of urine, tissue, metabolite in
plasma, and early non-clinical and clinical study for
unchanged in plasma, and result of DG discussion for
introduce SV into Japanese bioanalysis. However, it is
necessary for well-recognized and discussion in detail.
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. 8th JBF Symposium, 2017 97



zor—p (2)

In vitro FRERIZH LT
Iz CT-@EYEnthAiEELT

Scientific Validation
D EZNICATESANE D

http://bioanalysisforum.jp/




BEIAE (2)

DITEDIREE 3 E(C
—TEDZEZANMFIELRV

[ in vitroztsx [2] J

v

Scientific Validation

(ENCSCEBDBR I )
B EETESN - -

AAOEEECBB LB LS T4 — N RS- S

http://bioanalysisforum.jp/

[2] B. Buscher et al., Bioanalysis for plasma protein binding studies in drug
discovery and drug development: views and recommendations of the
European Bioanalysis Forum. Bioanalysis (2014) 6(5):673-82.
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14. Summary - (17

<Summary of questionnaire>
1. Backgrounds of respondents

34 effective responses

>90% are Japanese companies, of which 30% are CROs.
A few responses are from foreign companies

Years of experiences vary with balanced distribution.

-When do you conduct assays?

Both Protein Binding Assay (“PBA”) and other assays are conducted as part of pre-
study validation.

2. COA

Many respondents: COA (ROA) is necessary as part of application documents.
DG : COA (ROA) is NOT necessary.

A test article and a reference standard have the same lot#;

effect of their purity does not need to be considered.

3. Calibration curve
3-1 Range
PBA: the number of respondents who set the range flexibly is almost the same as the

number of those who set 3 orders.
Other assays: Majority choose 3 orders.

. 8th JBF Symposium, 2017
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3. Calibration curve (cont.)

3-2 How many points?

PBA: Nearly 90% choose >6 points.
Other assays: the number of respondents who choose >6 points is about 10% less
than the above numbers.

3-3 Acceptance criteria

Majority (=60%) follow BMV guideline (15/20%) in both assays.
The other respondents choose 20/25%.

3-4 Do you use extrapolation?

Majority: applicable under certain conditions in both assays.
About 40%: NOT applicable under any condition.

4, Matrix for calibrators and QCs

4-1 Assay diluent used as surrogate matrix

About 50% evaluate equivalency between surrogate and authentic matrices on a
sample-by-sample basis. Nearly 40% always investigate equivalency. Most are in favor
of the evaluation. Opinions on the criteria are divided.
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4. Matrix for calibrators and QCs (cont.)

4-2 What surrogate matrix needs to be proved equivalent?

Serum, ultracentrifuged supernatant, ultrafiltrate, suspension matrix, etc.
Many evaluate equivalency every time matrix is different.

4-3 Matrix matching

Respondents have used matrix matching not only in exploratory study but in studies
for applications .
Majority (=60%) have used matrix matching.

5. Evaluation of QCs

5-1 Is LLOQ necessary?

PBA: NOT necessary
Other assays: necessary
DG: Considering expected concentrations, LLOQ is necessary not for PBA but for other

assays

Give us your inputs. /
8th JBF Symposium, 2017
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5. Evaluation of QCs (cont.)
5-2 When do you evaluate LLOQ? (When SV is NOT used)

Majority (=60%) do not evaluate LLOQ in either assay, in principle. About 30% evaluate
LLOQ calibrator in study sample analysis.

5-3 Number of replicates
Majority (=70%) conduct both assays in triplicate.

5-4 Acceptance criteria

>50% use criteria of BMV Guidelines (15/20%) in both assays.
About 40% prefer less stringent criteria (20/25%).
Opinions are divided.

6. Inter-assay reproducibility

>85% do not evaluate inter-assay reproducibility in either assay.
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/. Standard working solutions

About 50% use the same stock solution in validation of both assays.
Many tend to use the same stock solution both in pre-study validation and in in-study
validation. 35% use separate stock solutions in in-study Validation.

8. Selectivity

PBA: multiple individual lots of matrix or pooled matrix

Other assays: pooled matrix

Criteria: response of blank is <20% of LLOQ for analyte and <5% for IS.

DG : As homogeneous matrix is often used for in vitro study, one individual lot or pooled

matrix works enough. Give us your inputs. Yy

V=
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9. Recovery

Majority evaluate recovery during preliminaries in both assays (not assessed in validation)
DG: NOT necessary because BMV guideline does not require assessment.

Give us your inputs. /,
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10. Carryover

When and how do you evaluate carryover?
Timing are different for both assays. Assessment is completed no later than study
sample analysis.

Criteria
Response of blank following ULOQ calibrator is <20% of LLOQ for analyte in both
assays.

DG : carryover does not need to be assessed in SV as it can be evaluated during study

sample analysis. Give us your inputs./f'

11. Matrix effects

Opinions are divided over whether to assess matrix effects or not for both assays.
DG : evaluation is necessary only for some of PBAs when matrix is different.

Give us your inputs./f

12. Dilution integrity

Majority evaluate dilution integrity in pre-study validation if assessment is obviously
necessary.
DG : evaluation should be done in study sample analysis, as necessary.

Give us your inputs.

.
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13. Stability
13-1 What do you test?

Many investigate processed sample and bench top stability, but >20% do not
evaluate any stability in either assay.

DG: stability testing is NOT necessary in principle as samples are analyzed
immediately after being prepared in many cases.

Give us your inputs.

13-2 Standard stock solution stability

Many use solutions whose stability is verified or freshly prepared solutions.

Give us your inputs. /’

Not all DG’s recommendations
match responses to questionnaire.

Dy

L g
Please give us your inputs. rd®lde

F§ -

LN -

http://bioanalysisforum.jp/

165



