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Response
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(Conc.)
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At least 80% of the blank samples should be below the LLOQ
At least 80% of the LLOQ QC samples should be within *=25%
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4.1.3. BRERH
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4.13. BELRZ)ILNNYT—30)
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MHLW (LBA) 2014 EMA (7. LBA) 2011 FDA (IV. LBA) draft 2013
ZEEAR | EE FREUTEELRE e FoSIEREE | T2 FTREE0eEEM E
SUeE FotaEiEA | A8 OISR AEEE R
R
5538
7 =i > BERV 7 h—mA > kAL
[GSENA THLW
YIER®E | REEDEE +20%UN B DEE +20% AN
| (EELR » FIRTd25%LA) (EE LR » FERTld25%LA) (EETETIE25%2A)
BREFEAFEND7s%UL | REFAFN D79 | FETRZSTIRELR
F, D, FELR - | A FEEoEEERC | AsBlo7s%wl EH E
TRZEZSZVeEEL M| 7. SCDOEEREHICT .
FEDEEFECT.
|Tota| error 30%L T
(77> H—mA > T EE (7> H—mA > M EE
L) IR L)
= AHHAF BXREDEEER HFHsE3—F3—X
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Response

@: Calibration standards

©: Anchor points

Concentration (log)
BMAS2014, JBF Session, BMV Guideline for LBA
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Response

@: Calibration standards

©: Anchor points

\ULOQ

vy=(A-D)/(1+(x/C) B)+D

A: Y value at low value of X-axis

B: Slope factor/Hill slope

C: X value at midpoint between A and D
D: Y value at high value of X-axis

4-parameter logistic model

v

Concentration (log)
BMAS2014, JBF Session, BMV Guideline for LBA
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Response

@: Calibration standards

©: Anchor points

\ULOQ

y=(A-D)/((1+(x/C) B) G)+D

A: Y value at low value of X-axis

B: Slope factor

C: X value at midpoint between A and D
D: Y value at high value of X-axis

G: Symmetry factor

5-parameter logistic mode
(5-PL)

v

Concentration (log)
BMAS2014, JBF Session, BMV Guideline for LBA
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4.13. BELRZ)ILNNYT—30)

Response

MHLW and EMA:

Accuracy*: within =225% ->FDA (Draft): within =220%

@: Calibration standards \

©: Anchor points

\ULOQ

*. Back-calculated concentrations

**. relative error
Total error:

a sum of absolute
accuracy (-100%)**
and precision

MHLW, EMA, FDA (Draft):
At least 75% of calibration
standards meet the criteria

Accuracy*: within =20%
4-parameter logistic mode

FDA (Draft):
Total error: not exceed 30%
(MHLW, EMA: No statement
in calibration curve section)

LLOQ

€ Accuracy*: within £25%

v

Concentration (log)
BMAS2014, JBF Session, BMV Guideline for LBA
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Total error = |RE| + CV

rorer-y

40 30 20 10 0 W0 20 20 40
Relative Error (%)

Modified from B. DeSilva et al., Pharm. Res., 20: 1885-1900 (2003)
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Total error = |Relative Error (accuracy-100)| + CV
5. ERE : 115%, F6E : 15% > F—%JLITZ5— =(115-100) + 15 =30 (%)

AT7M4F: BHBEF BEAEYSHEFESE FEsEIa—ta—X
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DETH EERVKRER, 2mEBEAZDGEES6 BBYRLSTIT HIEIC
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+20% LN CRITNIELSEL. =1L, EETREVEE LR TIXE25%LL
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ElX, 20%LL T THITNIEZESELY. 12120, EETRRUVE

= FRTIF40% LI T ET 5.
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414 EERUVBEILN\)T—30)

MHLW (LBA) 2014

EMA (7. LBA) 2011

FDA (IV. LBA) draft 2013

acstpl | REROESHENT, |RESEE (EETR, € | =SHNTEESNIBEDR
SESEE (FETR, £ |BE, TBE, SEER |BEWCREIREOEH
BE, TEE, SRENR | UEELR) ooty
OTE FR) dacciAl
R | TR TROMEUMN
SRR : T2 TIROMEUMN
PR  REIROPRIMA
SEE : RBROTE HIRD3
Fd1 E
SENO | ZFRECSITIHIO | BRECSITIHID | EE£20%UN
rarE BE+20%UN SE+20%UA (& 1R ClE25%B1)
(FE LR - FIRTIE25%MA) (EE IR - FIRTE25%A)
FBRE20% LT
Z2RE(CBIT3F=2BE | FBE20% T (EE TR TlE25%LLT)

DrafE20% LT

(EE LR -« FIRT(E25%LLTF)
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BRECHITD

Total error 3D%J;{—Fl
isi=1 . T(Fa0%L )

Total error 30%LL
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Total error ALY
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Response

MHLW and EMA: FDA (Draft):
Accuracy: within £25% - Accuracy: within =20%
Precision: not exceed 20%

®: Calibration standards Precision: not exceed 25%

—ss
©: Anchor points
MHLW, EMA: / \ULOQ

Total error: not exceed 40%

Accuracy: within £20%
Precision: not exceed 20%
MHLW, EMA:

Total error: not exceed 30%
(FDA: No statement in QC section)

MHLW, EMA:
Total error: not exceed 40%

< Accu.r:f\cy: within =25%
Precision: not exceed 25%

Concentration (log)
BMAS2014, JBF Session, BMV Guideline for LBA
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4.14. EERUVRBE QL N)T—3Y)

BEELIE, AETRONADTARMENEEELERELO—HDIEE
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Response

@ : Calibration standards

©: Anchor points

\ULOQ

x1/3

™Lqc

Concentration (log)
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4.15. {MERECILN)T—230)

1.5-
Hook effect

1.0-
- Prozone
LN
<
a
)

0.5+

)
é
Oo-mmm
0.1 1 10 100 1000

Drug (ng/ml)

Modified from B. DeSilva et al., Pharm. Res., 20: 1885-1900 (2003)
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E(2J)L2N\Y

4.1.5. WmIREHR® T—3av)
Nominal conc. Dilution Measured conc.| Final conc. | Accuracy
(ng/mL) (ng/mL) (ng/mL) (%)
100000 1 >ULOQ >ULOQ -
1000 1 >ULOQ >ULOQ -
100 1 >ULOQ >ULOQ -
40.0 5000 42.54 212700 106.4
20.0 10000 18.51 185100 92.6
10.0 20000 9.76 195200 97.6
5.00 40000 5.34 213600 106.8
2.50 80000 2.48 198400 99.2
1.25 160000 1.23 196800 08.4
Mean 200300
Ref. standard: 200000 ng/mL SD 10987
ULOQ: 50 ng/mL %CV 55
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&Y 415 BRESEGLAYTF—aY)

B *:

a

t ® : Calibrationstandards ~~-o
© : Anchor points TG
N uLoQ e v 09)]%
JOoyV-—>
o HQC el
Q -
r ®)
o @
n
< RUWOIRE(IC L BER 5
S
i)
LN \/ EERICED \/ o
LQC b =
MRDADERE =¥
> =
Concentration (log)
BHBT T REsoTEREGH
BARAEMEEES )
%SEDE_I\:_Z S =i B A
*Modified =
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Q&A: MRD, H#IFREHRME

Q5. MRD IFEXFBE DO FREESE>DMI ?

A5. MRD &, YR YO RADEZEZ—FIZTH1=0IC, F=

R ARERM, aC HAMRUVERAMERER TR —DHIR
9 HBEDILETHS. ARDHRIT, %ﬁ“f%%ﬁ&
ENRERDEELRZBZASHAMEZRERDEEEP
RIZANDT=0HIZ, HFBETR)VIRETHRT HLT

hB.

Ql4. HMERMEIFROXZEEESEIDHM?

Ald. ZFIROZHMEOFF ML, FFIRENTE
BEZGWZEEHERTH=-DIZERT HH, FH?

http://bioanalysisforum.jp/

SEICEE

RIEFRTED

i, FIROZHEICMAZ, ZvoshBF=E7aYy—>

DABRZHER T DOICLE’T B.
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JBy: 4.1. IN—x )L\ T—3Y

BRICIN) T—2a a0 i I CE e TR EiEd
BEIZIE, N—=% LN\ )T—23 % FEmT S, /N\— )LV
T—2aVTCEET 5ERIE, A EDEREDIEELZTDHEIC
ISCTERET 5.

IN—I% )L\ T—23 0F KT BB TEFELT, 2
,mm'ﬁnwmz DHEROER, EEHEOOVLDE
E TEHEDEE, MRD DEE, EERINOES, HHFEH

ZTH, AHOREREOEE, REDODANICEZLGEED
EEE IRIFFDVLEIN)VORDFERENZEIFONS.

IN—2 % LN TFT—2av 2B IT AR RAEC(E, [RAIELTD

LN T =23  LRIBRDHIMMEELXRTET S.

EEHAZEOOVMEEOMRDDZE BF(C
IN—X LN T—230 NI ETHS.
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5. R

ERFBEE, P aFRTAORBERXIIERAERSEMoFOND
A0S, EARAHPEMERESTICETLIHAMDIETHS. E
B TIZIE, SMEN)T—avIZ& o THEILISN =01 iEZF B
LS. BERMB T, AHEN)T—3a>0 TREEMNERSINT
EHTTEABZIYKL, ZEEIEZRESN-ZABMRNICHEELE (T
SUURBRVGREEL EDOBEERAELESN) RUacH M G IRE
L) ERICERBERITTS. 45, TL—rEERTH)VAVRES
AT, 8%, 1 AR YDEELE2 RNTHEL, FINKYED
NN BEEZEHOFHENSHAHMDEEEZEHTSH, HHLIEIBIN
DIEEHNIEHEIN-FEEZFHLTEHHDODEEELT S.

KRBT TORITEDZ LML, PMEAZEIZEEE, QCc
FICEHMi T 5. TL—FERHWARHTETIE, TU—benmE A ET
5. BICEMREZ T ELGFMIER L9 HERTIE, BG4H<TNvD
A LI FAIE A ERZE IR L TISR (incurred sample reanalysis; FE =
EOBIRMEEZDRO, BEGSHICHOSITEATREZAHEZE
THITHIE)TEmRL, FMEOHERMEZEETS.
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5.1. IR=#R. 5.2. QCHH (EH 9 #)

MHLW (LBA) 2014

EMA (7. LBA) 2011

FDA (IV. LBA) draft 2013

BRER {RREEDEEF20%LA | FEREDEE +20%LLA
§ =t (GE=_LFR-TFRT(3 25%LI7]) (E= LR T RT3 25%LIF])
BRERAFHEO7%L L | BERAFHDO 7% L
D, 6REELEMNESE | A2, 6EELEMNES
DEELEF-T. DEELEEH-T.
(7= DI 3B (71— 2 3B SL)
QCEHHE | EE +20%LLA HE+20%LLA HEE+20%LLA
£aCHHED3ITD2LLE, | EacHEHDe7%LLE, H | EacHEHD6e7%LLE, M

M2, EERED27MD1LL
FDacsABEMNEREDE
EHxE-7.

D, ZFEREEDSO%WLLE®D
QCERHEA LSRN EER
w7

D, ZFREEDSO%NLLED
QCRHEAMA LSRN EESR
w7
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5.3. ISR(ZEFHF 2 #7)

ap

FDA (IV. LBA)
MHLW (LBA )2014 EMA (7.LBA) 2011 raft 2013
BIEM 1000 2B 2 2 VEEE (1000 2B 22 VERE [REHRAHICHLTED
2D (WL TEDHN10% , (BRI L TZEON10% , [7T%ICHETDHAREK .
AR (1000 2 % -2 AE [1000 2 E X - EHAEK
Tk, FTNI(21000 DFE | Tl , ThI(21000 O
BEICXL THE%ICH |1BEICX L THS%ICHE
HIT2HABE HITHEBE
YE [ISREERLAEFARDS (ISREEZEHRELUEZFDS (ISR EZZEL ZFZBDS
BE |5, 2B EE3 M2 |B 2B EETY 5 ,35M2 L
BEOEBIZHEWNT (2/3) DEFHZEHE WV (67% ) DERABHZHB L
TREEN+30% LA TR |T, MBEEN +30% A | T, REEEH +30% LA
ThiEzsz\ . TRITNEZESZ . TR EZEsE\) .
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Parallel Case Non-Parallel Case

Standard Standard

Log (OD)

http://bioanalysisforum.jp/

|} |} |} L} |} |
1.56 6.25 25 100 1.56 6.25 25 100
Log (Dilution) Log (Dilution)

Modified from Plikaytis et al. J. Clin. Microbiol. 32: 2441-2447 (1994)
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FEATHE

7
-

HARDIBATARZA: EBEk

EMA Guideline: 7.1.1.10. Parallelism

If study samples are available, parallelism between the
calibration standard curve and serially diluted study
samples should be assessed to detect possible matrix effect
or differing affinities for metabolites. ........

FDA Draft Guidance: 1. Selectivity b. Matrix Effects
Parallelism of diluted study samples should be evaluated
with diluted standards to detect matrix effects.

BMAS2014, JBF Session, BMV Guideline for LBA
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FITE

Q17. F1714% (Parallelism) D M (X A ELZLAH 2

Al7. BESRHEOHFERRIICEITOIRERICHEERERRID
AERICHENFITTHY, ERXHOHMEBEOFRIZCHITS

MEEICERERIZEKDIENEOHONLGZNESE, EITHIRIL
LTWAEEERIND. KAOAMRSA BB DOBFEATIE, F171H
ML T=FH], EITHERRIDER, FITHEDARK

UNEEMBARICEZISGEZEZDIEEZFIZONT, BRI EL
[+ R HERMENERBINERBI AL TLAIKRTIT AN &
WS, T LETARTORMICOWTETHZEMI IVNEL
LN, =120, T RYE O TEDHEME, HHLE, EE

RO BETEREIN--T 205, FITHEIRIEIZES T
BEMEMRHONADIRIZIL, e g FH CTRIFEMIZEZ AL FHEE

TOWEEEANDEEEZEZERIRETTHDS.
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N0
L1,
ml y
el
Jlin
|.|]IJ
H
il

6.4. 7ARX—%

PARM—=9 L&, TL—rEAWAIZENT, HAEHAHULIEFHL

ENBETDHVIILICEN, EEEICEEEZSADETHD.
PARA—IDEELNRH#ELIZEIZE, TDREZHRFIL, EED

KM TICHEERITSBVRILFERZEZET S. VJORXM—IR

EHAMPOITRRMEDEESIICEEZRIFT L

B2, ERXHSTHICVORM—IZFFEL, EEBEA~D

NWTEEIT S.
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e
}" %\EEIE

6.5. EEE

BEARELIX VAVMESEICLKAERAB P EMEEITICE
WTHMERICEEEZZT H5FELXIEL, FITHEHREMARUE
DEFRAF)NZLT 5.

BEAED 2 EMEBICKTHIHFERZFICBELTEIRL, M
BENERFETESAEFHTRETS. EEARAEDOREIL, oEN\UT—
AV IZERBAIZFERASIN S HMEZ@EL TEYICHERINS
HWENHS. BEEAEDOOVIERDRICIFXRERIELT/N—2v)L
IN)F =23V R ETHD.

Q25. EEAREDAVHABR DR EIIDHEMN?

A25. FFRTAEM P DE=EFEPaC KB Do TiEEDFEHEA S, &
%Eﬁ%@&ﬁ’&ﬁﬁ%ﬂf%éﬁ%li BEARDEEITIVLIT LENLET
AN
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6.6. Ti&5¥E
FHEMBLIL, EYOEHEIAURHBANITIEDINASE, £
HAoIZPWTCTEEEIZEELXRITTEEEEDHDHEDELND.
FHEMENEHMPIHFET SMRENLHLBEICE, ERE
NDEEDIREEBRITLTELSENEELL.

1000000
100000 &\. mEDHRAEDH
~ g- ":’~T:::_:t'\_-:,,_k47
E 10000 F e Tw S
:‘:0 a * T
E Q
= 1000 f
2 100
&}
10
1
0 7 14 21 28 35 42

Time after dosing(day)
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YA REESENA Pv»r/ m&&b (1/2)

o kW

'Jﬁ/l*"f*n:uli"éﬁﬁb\%)’\*ﬁ,i/\'JT AV RUEZRSHTEZRAN
EEHMDITIERASNS.

Z?gh EREZAVWTOMISEMESFIEEVLET) HFHR
&

HAIENERYE THAEYMHAANEAEYMELRILES LR RELS.
ZEYBIIFORENEYIZEEBINTOWANLELRHS.
HIREYREITILNANYT—L 3V BB ETHAB.

LN T—2a O EEHIIZMRD (minimum required dilution) M %

ENDLETHS.
PN RYEEXFELUYEEEHAN T HFEREZETMmT 5.
EIREOFHEAEZNIOAIN ST4—DHARSA U EITRELS.

RERODEETERBDEERVEELREZEZOGREDTY
A—RAPERELTHELL.
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el 0xelf Oallcly. U

JAURREEENARZA4: £EH(2/2)

10. BREHEORIFERIF—HEMIZIE., 4ARIE5-N\NFGA—=F3—O X T197)

ETILERALS.
11. EERUVREF. BEROEE LRIZDOWLTHQCE F O S AH )
ETHh5.

12. F—AIILI5—DFEmMNADLETHS.

13. S REDQCGRHDEEZEELRD1/3LIELETS.

14, FREREDOFTFENDLETHD.

15. BEEREOOYMEEPOMRDOEBEFIZ/A—2 v )L\ T—3>
NILETHD.

16. ISR (incurred sample reanalysis) NILETHS.

17. FTHIZDOWLTIEE RLTULVELY.

EEEIE
ARV BEERERVTFHSPYEITTENDE
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