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Abstract @

Since 2015, the JBF discussion group (DG) of
microsampling revealed the opinions of companies and
progress in Japan through surveys and clarified the
concerns to be discussed or solved. As the draft Q&A
document of ICH S3A (toxicokinetics) published in 2016
reached to Step 4 in November 2017, more practical
information would be desired. Therefore, the DG2017-
29 is continuing the activity in order to provide useful
information including practical examples to Japanese
companies that want to apply microsamping to their
regulated bioanalysis. During the activity, we focused on
Issues that were continued from DG2016-21 or seemed
to induce divided opinions.
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Topics

e In this symposium, we will report the following
iIssues, under the condition on analysis of wet
samples (e.qg. plasma) by LC/MS.

1. Sample dilution with the appropriate solvents
(buffer etc.)

. Sample storage
. Partial validation for changes to microsampling
. Ratio of anticoagulant to blood sample

. Accuracy and precision of liquid handling by
pipetting
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Microsampling

& Definition of microsampling

v'Method to collect very small amount of blood
(typically < 50 pyL) to measure TK parameter of
the drug and/or its metabolites

v Dry or wet microsampling technique

& Advantage of microsampling

v Improving the animal welfares (contribution to
3Rs)

v’ Direct evaluation of the relationship the safety
data and drug exposure
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1) http://bcn201211.europeanbioanalysisforum.eu/wp-content/uploads/2016/03/S27.-3 sangster.pdf

2) https://cdn2.hubspot.net/hubfs/1806452/Content/Microsampling%20eBook%20Final%20(1).pdf?t=1490048661187
3) Yongyi Luo, Bioanalysis, 7, 18 (2015)

4) Lars B Nilsson, Bioanalysis, 5, 6, (2013)

5) https://www.nissui-pharm.co.jp/products/clinical diagnostics/quality control.html
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ORI

35% 76.5 56.5 39.4
40% /5.0 54.5 37.5
45% /3.3 52.4 35.5
50% /1.4 50.0 33.3
55% 69.2 47.4 31.0

*RbfE (MARMIBRELL) ORBORZEFZERLR

(50pL x (100% - Hct%) /100%)

< 301/ HS e T —
FIREOMERHIRE =100ng/mL X 755 = "7500% - Hatoe) /100% + AN
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40% 102.3 104.1 105.7
45% 100.0 100.0 100.0
50% 97.4 95.5 93.9
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Figure 3

Systematic and random errors of water pipetting with
MICROMAMN® E versus standard pipette. Measurements were
based on the average of ten gravimetric measurements per
sample.

200 1| [MEE50 uLEERYTA>Y

1,00% -

0,00% -

-1,00% - .
- 10/0*7ﬁ m Systematic Error
-2,00% -
W Random Error

A8 : Regular pipette = I7—FT4ATLAAXAT N
(TA-T-K%K)
Afl : MICROMAN E = RIFTAITTAZATLAZAA N

e FERE (LR,
6.00% - -S5%1EE BE(CEHN DD
Figure 4

Systematic and random errors of plasma pipetting with
MICROMAN®™ E versus standard pipette. Measurements were
based on the average of ten gravimetric measurements per
sample.

Random error = SD / mean x 100

Systematic error = (mean volume - nominal volume) x 100 / nominal volume

Gilson®7 7 —<3> )— RO

http://www.qgilson.com/Resources/AN0996 Exact and Secure Pipetting of Plasma and Whole Blood.pdf
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