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FDA (IV.LBA) draft 2013fF
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41.1. B4
4.1.2. IEIR%
4.1.3. {REHF
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4.1.6. TEM
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5.1. {REFF
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6.1. TE=&0H]
6.2. BT
6.3. Fv U —HA—)(—
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6.5. B2 EEETEE
6.6. THY)E

7.1 Method validation

7.1.1 Full validation
7.1.1.1 Reference standards
7.1.1.2 Specificity

7.1.1.3 Selectivity

7.1.1.4 Carry-over effect
7.1.1.5 Matrix selection

7.1.1.6] Minimum required dilution

7.1.1.7 Calibration curve
7.1.1.8 Precision and accuracy
7.1.1.9 Dilutional linearity
7.1.1.10 |Parallelism
7.1.1.11 Stability of the sample
7.1.1.12 Reagents

7.1.1.13 Commercial kits

7.2 Partial validation and cross-
validation
7.3 Analysis of study samples

7.3.1 Analytical run
7.3.2 Acceptance criteria for study

sample analysis

7.3.3 ISR

A. Key reagents

B. Bioanalytical method
development and validation

1.

ounkwnN

Selectivity

Accuracy, precision and recovery
Calibration curve

Sensitivity

Reproducibility

Stability

C. Validation method: Use, Data
analysis, and Reporting
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MRD (Minimum Required Dilution)

UH > REEE TDI

RENRIC K D EMHBINDNBIRESN TV DERK

(SRR =N fﬁ*—l(LEBL\_C

BENR MRD=FEENR
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FEYIEE NS WES, mMrlz

IS5 0% Ry OAT "HBIRT
> HBIREFRIEDFHifh

MRD(ZSH1 RS> ETE
HAEE(CERE7/R0)N

Response

10% Serum (10-fold dilution)
20% Serum (5-fold dilution)
339% Serum (3-fold dilution)
50% Serum (2-fold dilution)

Differentdilution fold
N A

Standard curve changes

N2

Analysis with the same dilution fold

Determination of MRD

Analysis with the same dilution fold for
calibration standards, QCs, and samples

Concentration (log)

Fig: Nakamura T. at 5t JBF symposium
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MRD (Minimum Required Dilution)
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MHLW (LBA) 2014

EMA (7. LBA) 2011
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Specificity

Selectivity

Carry-over effect
Minimum required dilution
Calibration curve

Precision and accuracy
Dilutional linearity
Parallelism

Stability
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4.1.3 IRER
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EMA (7. LBA) 2011

FDA (IV. LBA) draft 2013

TR | EE2E FEREMUOEZLEZ e=E FOWRERAEE | T=FEZESVeEEL L
SOEEL Fok=iEA | AR DiREHRFAEAES R
J5> 258l
7 >oh—RA > bRV 7> —RA > b AL
THLL THEXL
YIEEREE | REEDEE L20%UA | HIEEDEE £20%A | HEEDEE £20% A

(EE2 LR - FRTIE25%UA)

REFRAHAID75%LL
£, D, EELR -
FRZZT6EEL LN
FEROEEZIHIZT.

(77> H—RA > MMTFE
#72L)

(E= LR - FRT(E25%UA)
RERRAEAID75% L

R ESEDEEZmIC
9.

(77> H—RA > BCIFE
IR L)

(EE TR TIE25%UA)

T2 FREZEVRERE
sl D75% L EHY E
SR ERHICT.

Total error 30%LLF

R\



s @ : Calibration standards Accuracy*: within £25%

©: Anch int
nchor points N .
*: Back-calculated concentrations \
ULOQ
At least 75% of calibration 4-parameter logistic model
" standards and a minimum A+ D-A
L of 6 concentrations including y= 1+ (x/C)B
S LLOQ and ULOQ meet AD
é the criteria Dt asymptote
Accuracy*: within £20%
Accuracy*: within =225%
Fig: Nakamura T. Concentration (log)

at 5" JBF symposium
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MHLW (LBA) 2014 EMA (7. LBA) 2011 FDA (IV. LBA) draft 2013

QCitRl | MREROEZELEANT, RESEE (EETR, | | FEHTRESNIREDH

SESEE (T2TR, K | BE, 1EE, SEEk |BEANTREIREOQGEIN

=E, TEE, SEEN | EZLR) ool

O£ LR) oaci#l

EE T2 FRED3MEBLUAN

KRE : = FED3EUA

FEE . REMFOPRIfHA

SEE  MEEDOES FRD3

SD1_E
HENM) | ZFEEICHBITBRIFEHD |FEEICHSITDIEEHD | EE+20%A
aE HE+20%UA BHE+20%URN (EETFIRT(E25%LLA)

(EE LR - FRTIF25%LA)

ZBRECDITIE=IE
DFEE20% LT
(EE2LME - TRETIZ25%TF)

ZREEICHITSD
Total error 30% LA
(2 LR - FRTIF40%UAT)

(EE LR - FRTIF25%R)

FEE20% LT
(E=LIE -« FBETIE25%LLTF)

Total error 30%LLF
(E=2 LMR - FRTIZ40%LAT)

FEE20% LT

(EETFBRTIF25%LLTF)

R\



RERURE(QCHH)

- within 4250
® : Calibration standards Accuracy: within +25%

A ] Precision: not exceed 25%
© : Anchor points /

Total error: not exceed 40%

Response

Total error:
not exceed 40%

Accuracy: within =20%
Precision: not exceed 20%

Total error: not exceed 30%

< Accuracy: within £25%
Concentration (log)

v

Fig: NakamuraT.
at 5t JBF symposium
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Fig: NakamuraT.
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© : Anchor points
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® : Calibration standards
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