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Japan Bioanalysis Forum

1st Survey Results
&
DG Recommendation
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pan Bioanalysis Forum

Which type is your company?

34 valid responses
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pan Bioanalysis Forum

Bl 15t Survey results

Does your company have any SOP regarding Partial Validation (PV)?

Others:

v' Have own guideline and template of validation
plan

v Have operation procedure equivalent to SOP
v" Include PV contents in SOP for full validation

v' Define in each study protocol

34 valid responses
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By 15t Survey results

pan Bioanalysis Forum

Which items do you need to conduct PV for change in? (Multiple answers allowed)

0% 10% 20% 30% 40% 50% 60% 70% 80% 90% 100%

[
Instrument 91%

Site 78%
LC-MS/MS condition 91%
Calibration range 91%
Sampling volume 83%
Matrix 96%
Pretreatment 91%
Storage condition 48%
Concomitant drug 35%

Others F 26%

23 valid responses

Others:

DN NI NI NI N

<SS

Anti-coagulant except counter ion (3)
Analyst (2)

Addition of analytes

Species

Supplier of regent

Analyst, Instrument and Regent
(necessity is judged by study director)
Sample storage condition (if necessary)
No need PV for change in calibration
range if it is narrowed down
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pan Bioanalysis Forum

Bl . Q4 [ 1%t Survey results

Are the items selected on Q3 broken into some parts in your SOP?

No
65.2%

23 valid responses
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15t Survey results

To respondents who answered “Yes” on Q4,
How are the items classified in your SOP?

v Matrix: Animal species (3), Strain (3), Type of matrix (e.q. plasma, urine) (2),
Anti-coagulant (3), Stabilizer, Sex, Breeder, Patient’s condition

v" Instrument: Detector (2), Pump (2), Auto-sampler (2)

v’ Pretreatment: Type of method (e.q. deproteination to SPE) (2),
Small (a part of) change of procedure

v LC-MS/MS condition: HPLC column, Mobile phase, Gradient condition, Detector setting,
Storage temperature for analytical sample

v' Calibration range: Narrow down or Expand
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pan Bioanalysis Forum

15t Survey results

Are evaluated items defined for each change items?

23 valid responses
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15t Survey results &1 : Haemolysed plasma

Full validation is not conducted using haemolysed plasma sample,
but study samples are found haemolysed.

Do you conduct PV to demonstrate that the method is applicable?
(when analog is used as the internal standard)

No
76.5%

34 valid responses
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AL : Haemolysed plasma

15t Survey results

The reasons for the Q7 (Multiple answers allowed)

Answers:

v" To meet requirements of EMA guideline: 9.7%
v To verify data validity: 22.6%
v' Others: 83.9%

31 valid responses
Others: (Q7 Yes)

v INT—30NDSoPICHEMDFEMMARO SN TLNST=8,

vV BIOEEIZKAEEREDLNET,

v BTS2k ) O A% ALV, interference evaluation, QC 1-runlX TR {EBNHE,
TOMIE., TDREXNREDYEICISCTERT S,

Summary of above “Others: (Q7 Yes)” 3 answers
The evaluation using haemolysed plasma is required in SOPs.
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Q8-2 15t Survey results &I : Haemolysed plasma

Others:(Q7 No)

v
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BBITHEABLMESYIZEEE)) A, AIERKRICKYBBNAHIERICITIEETH(E—IBK, hE
E—ODEHE, BEHBLAEMIIGNHNEE)
oOTNITSLERTHIERT 3,
BMMIZDOWTOFHIEIEERL TULVEL,
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EHRHOAEHKRT MO RIRORAHLGE) EHEL., T-ANEDRELEELEIMT S, LA
MDEENRHYZSLELIE, FiHT B,
N—2% )L\ T—230 (HER) ELTEET D TIEAL, HEREXTWD, BENGETNEET—2%2RE
LTRIELET, BERHT-15E, SMEDORELEITo=&, \—I v b\ YTFT—3 % LET,
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BIEHRICKY., BMOEENEOLN-ESDH/NN—2v LN T—2aVF T 5.
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AL : Haemolysed plasma

15t Survey results

Others:(Q7 No) Continuance

v BERDATARSAVEICIEZEELEFNIEESEND I EHAESNA TV -6 BEEZICKY., JBMLTE
HBL-&EREXHY,

v IUNYT—a RSB MmICREIT A AN ELL

vV BNOEETCAHTEENKELEELES FHEHIEHEVHON TGN =, 1=12L. B IZH DR T
BEEITIESIIEMAT ARFSAVDEERKRENO . =¥ LNNYT—La0FEET D,

v ECETEBMERLGTHOHMEELZTELTLVGWNIEL S, EMBIATREHAEL D, /S— v LN
)T —3aVvERBTHE(XEELL=8.

v AIEEICEEERIFTAREARETNIEERET M., B—IZITERLEL,

vV YRIDHDHEHERLIZIBE . BEEMICRELITTIERSIM, N—v L\ T—23 FTIIERLE
W BRDHARSAUTIEFERIATLVELD T,

vV BMEEELTOAESIE. =%\ T—2a a2 R T 51550, TOBEIFEFELESL. LN
) F—2a  TREEETo>TLWAIET

v BIMOFEEIZDONTIE, N T—arTHELTLSD., LTUOWEWNES XS EBEIRLNCET S, 8. &R
ERALAZALGEWLT—XIKIFIFLL,

v #ATIHFICHELTULELLNS

v ERLEVLSIBRTIEERTZIEIDODVTHARAV VY RAAEL, FIEELE DA LLUL=60,
EETELZNEVNSIRRTY. BMEFHET AEHEAELLNTTL, BIMOEZ S (EEAMMTET/\Y
T—2avTHEFTERIYIZEVNDOD, MERBITHEVNEDHIBIEEICEZSZEIESIEZ DXL
DM HLAL U HARHYFEEA. HRDPTEEEICSBOL-Y U TILIEREENICESINAELA
T, AREH (BEPKRERLGE) (AT TOERBITOBEHRLANDDEM/ANYTFT— 3V TINEMm Y
TILELHEEICTANDESIZLTLLKDABL DI EHE—HEEHELELTITEZTNET.
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15t Survey results A IM : Haemolysed plasma

Summary of above “Others: (Q7 No)” 22 answers

PV is not conducted in principle because it is not required in BMV
guideline and/or SOPs.

When haemolysis influences the determined value obtained by the
method, PV will be conducted.

6th JBF Symposium, DG2014-10 hitp://bioanalysisforum.jp/ 16



‘JB] - Q9 [ 1%tSurvey results 7’ﬁ‘Iﬂ1 Haemolysed plasma

When you conduct PV, which items do you evaluate for
haemolysed plasma sample? (Multiple answers allowed)

Analog-IS SIL-IS
0% Not Applicable l 0%
44% & ‘: Selectivity L d 44%
22% EP Lower Limit of Quantification 22%
22% = Calibration Curve 22%
78% i—q Intra-assay Accuracy & Precision d 67%
O%P Inter-assay Accuracy & Precision | 0%
78% —— Matrix Effect 3 78%
O%V Carryover | 0%
22% =k Recovery . 11%
o%k Dilution Reproducibility | 0%
11% W Bench-Top Stability — 11%
0% | Long-Term Stability 0%
0% | Freeze-Thaw stability | 0%
0% | Processed Sample Stability 0%
‘ ‘ ‘ ‘ . ‘ ‘ ‘ ‘ \ ‘ \ . 1 1 T 1 r 1
100% 90% 80% 70% 60% 50% 40% 30% 20% 10% 0% 0% 10% 20% 30% 40% 50% 60% 70% 80% 90% 100%
9 valid responses
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AL : Haemolysed plasma

15t Survey results

If you evaluate items other than listed in Q9 or take different
evaluation methods, please tell us the details.

Comments: 2 valid responses

v ANVISARREE DRI ZEIRELERE,
v ZOMIZE. ERIEER O T—4%2% R THIE,

Selectivity is also evaluated for ANVISA application.
Depending the result of evaluation listed Q9, other evaluation
was additionally conducted.
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15t Survey results

What kind of matrix does your company (your organization) define
as haemolysed plasma sample requiring partial validation?
Does your company have any criterion?

AL : Haemolysed plasma

4 valid responses

Comments:

v RI-BTHERLTWAN, EORBEFRTNIEEMEVDHIBTEEXTED TLVEL,
vV Bl OERAEDHTESR,

v BEIE BEEEOHEBICEYRET S,

v BREMIZFZEL T Splasma &FHLLIE Serum,

Summary of above 4 comments
Visually judged, but no criteria.
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15t Survey results

How do you obtain or prepare the haemolysed plasma for validation?

Comments: 7 valid responses

v 1%DDMSOZFHEM, F-IFERIZKYBMIES

v InZBFFENEm%EE AL, BEERROSMLTAMMTEERE

vV RiEREL-2MmEMmMIEIC1~5%F ML TRREL TS, BYIDCROTIZEAME
FARALTWS GARAXIIFTR)DER-CENHS.

v —BRIIZIE, s%iBmmigEL T, MBI L5% D MmEERML, R

v BALEZMEBSOIETERT 5.

vV MEEAFTS.

v £m%E2%FEmMT 5

Summary of above 7 comments
Whole-blood is flash-frozen and thawed for haemolysis

Two or 5% of whole-blood is added to plasma.

%II
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15t Survey results

AL : Haemolysed plasma

Do you verify that the validated method is applicable to
haemolysed plasma sample ?
If Yes, How do you prove it?

Comments: 6 valid responses

v FEZLTULVEL (5)

vV BREAEODR-BLER

Summary of above 6 comments
Verification does not conducted.
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15t Survey results 7AIM: Haemolysed plasma

Does your company have any SOP regarding the validation for
haemolysed samples?

B Yes, our SOP define validation for
hemolytic samples.

No, our SOP does not define it, but

50% o validation method is standardized.
0

We have no SOP or standard
validation method.

8 valid responses

6t JBF Symposium, DG2014-10 hiip:/bioanalysisforum.jp/
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15t Survey results

AL : Haemolysed plasma

How does your company conduct PV for haemolysed samples
and for what purpose do you use the data?

B Conduct in bioanalytical study,

0,
12.5% for NDA use

Conduct in validation study,
for NDA use

Conduct in bioanalytical study or

S 12.5% validation study, for NDA use
. 0

Verify its effects, not for NDA use
(archive as in-house data)

B Others
8 valid responses
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Q16-1 W 1%t Survey results 7AIM : Haemolysed plasma

Common problems, questions and opinions on validation of
haemolysed samples

Comments: 23 valid responses

v

v
v

ANERN

KRAEH T IVICHE T HBEMOEEDHIEIBERVBMA AN ZEILINTNSEN)T—23> DB
ALY TLLSICBRLET,
NYT—2a CTHMEL RO ERAH OB MO E QTS E
BLUBM M)y RDOREAELHY -0, BEMBFIELN RSN TUONITRIZEELTIEOYHLT L,
BRI ZADRAMAE Plasmal BRI -2 MER/NLIT B (%ITRE THER)
BIOSEA MO NEEME | -2RTERBRBERYIRY. Kt RETEEHIETS. -FREL—
B—, FATIZLETEERE
M&EFMCHE- LD EM BT CELSIE-LDIXR—E0H, BLOFEAE EOEBEARMLT
LWV=OPVIREEEZSHD
BMICXEHETMBRBITEOBIMEEY THIEREHELZ(TEHARMENHY. ERGEEN TS
TLWVEWATREEA H D10, BMICKIEEEDRIM EBELEZATVET,
BTS2 MN) VO RIBEMBEEMATHREL- YTV EAWN N\ T—2a>TlE, TR)YIRT
M CIMERA N SDHEILFHETESZLON ., MBRBITEOFMEAMOREENBMIZE-TE
NFERENHIN LTI TEEL,
BMOELEFTMT 2IZENBFEZERDOTULKRETT (BEEMN—FF4X) , EIEMIZIE, E54%-
TENTR)yOREZRET 50L& H, FI%BHOEm0E CEET <Eh,
BIOREEESTEINNN)T—rL-EHEEBROBNEBOLE, FFEEEESFTMET )
AFEDY. ERHACHICAETERLORBREZHEELTNSIL
BTNy ADEHE S KIZDOVNT, £ME1%~2%F/MT M)y RERANTocRHERARUL. EEED
HRETEREBEIHIDTT N MICEDISLBEEHERBYETHN?
FBEMOBREIDIZAT)THELL
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Q16-2 W 1%t Survey results 7AIM : Haemolysed plasma

Common problems, questions and opinions on validation of
haemolysed samples

Comments: (continuance)

v

v

v

BMMTR I RDFAR A EMNRE T BEEELIZHL., MBIcemEFMLTHERALEREBRAHYET
M, 2MFMENZ L TH-OMESHFERTL =,

GBCTEIMMTERLELIN TSN, EMMECLICHELOMNIEERM, F/-. GLP TKRER TIXB MM S
HENBOHTEVLD T, REKIZEDEHERELEL,

EERICEENDHASZEFERICDLVENE,

BMIZDOWTIEREEIEAIBEEM, F8FH. BT TEDOREZMEZEL TS hvbhh oL (BRAK
HETHEMM) DT, EENLHIEEESTRIENOOMNATINS,

%R, EQOLIIFFMTREN, BRIIMZERT 50 28R, EE-BE, K, HE, ---,
BMOESVQHMNARSE, EOLS3LGAETEMY U TILERRTE2OM8E 0 (EHAEERM, Hi
%), A, BEEDOYEE?

BIMOHETA, EDLLLVBMLTWNSEBMIN)YIREEZ DD, ZDIEE, £/-. BN ) VIR
DEIFZEAEIZDOWNT,

FTPK/TKH LTI DWTAMDEMEEZEHBALTEHDOMN (IZEIL), K—DDEBTY. B TIEXPK
HLUFEXZFOISLIFEEINTOERA. XIZ, BIOEZFIZDOWLNT, EfELMMBTNN)T—3Y
THLEFTTERYIZEVODD, MERBITHEVEVMNRAEEICEZDEEIIESEZ-bLLOMNZOVE
DHRRHYFEHFA. FFEREVBHEBHEBRTIMRBITHARELFIALIGE, WITLTELOTLSTKHER
TREEISGENLEY VT IVEEMTESSSICHBREEE ICHEREANDIRENEHERLTLVET. L
F=h>TEM/N\YF—2aV DEBEALIVTIZDOD0TIE, mMERBTERBERIZITEST, i THEHRES
HERICANNIT+HTIEIEONEEZET.
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Common problems, questions and opinions on validation of
haemolysed samples

Summary of comments

* Application of haemolytic grade to incurred samples : 16 responses

Popular responses
How to grade haemolytic levels.
How to compare haemolytic levels between validated samples and incurred samples.
Definition of haemolysed samples: 9 responses
Which levels of haemolysis require partial validation?
Methodology of preparing hemolytic samples : 8 responses
Is there a preferred methodology?
Methodology of validation : 6 responses
Which parameters are required for validation?
Others

Need for Standardisation of methodology of assessment.
Assessment of compounds highly penetrative to red blood cells, etc.

15t Survey results 7AIM: Haemolysed plasma

23 valid responses
6th JBF Symposium, DG2014-10 http.//bioanalysisforum.jp/ 26



DG Recommendation A IM : Haemolysed plasma

SIL-ISZE WSS IIPVRELEEZ S,
Analog-ISD{FEARFIZCERIFEICEWLTRISGIhDEENZDHONT-IHGEIZIX,
EIRME, TR)YIRMRE RV BARBIREZEPVELTERL.
HiEEHETHELEHRT S,

BM<TR)ORDRBAELLTIE, BERERT/N—RALSEB-£2£MZMBFHFMT S
HEMASv—THBAIN., FOMIZ/N—RPEE-2MEE DS EELTLEEXZES
FHEORNMEBOEMEZMFRMT55EEELH D,

In case of using SIL-IS, PV is not necessary.

In case of using analog-IS and if influences are detected on bioanalytical studies,
Selectivity, Matrix effect and Intra-assay Accuracy & Precision should be conducted
as PV in validation or bioanalytical study, and its data should be used for NDA.

[Preparation method of haemolysed plasma]

» Sonicated (burst) blood is added to plasma (major)
» Plasma is obtained by centrifugation of burst blood
» Blood is directly added to plasma

etc.
] 6th JBF Symposium, DG2014-10 hitp://bioanalysisforum.jp/ 27



Full validation is not conducted using hyperlipidaemic matrix,
but study samples are found hyperlipidaemic.
Do you conduct partial validation to demonstrate that the

method is applicable?
(when a related substance is used as the internal standard)

No
72.7%

33 valid responses
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Q18-1 g 1%t Survey results

SHEE M : hyperlipidaemic plasma

The reasons for the Q17. (Multiple answers allowed)

Answers:
To meet requirements of EMA guideline: 6.9%
To verify data validity: 24.1%
Others: 72.4%

29 valid responses

Others: (Q17 Yes)

v BIEETN)YIIZET 51RO IRE (SOPEE) HEELNV=6,

v HOvNISLERTHERYT S,

v ;;/;;/gé F—R, AYYE EEY. TR IO RBZEH TERTHIEEEERLEL
= e | § o

EEERERIEHYETH, BERIIHEZYDLZNTT,

BITE $ERORTLEDORKREHELTHIET 5,

BARDAARSAVICHBEGEE TGNV -0, BEELICEYERL-BZRERIEHY.,
BIEMTR)YORICEYRIFEENRELERELIEHNEIHEYVIRESN TULVEL, =720 B <Al
EEITIEEICIFEMATARSAV DEENKEVND TN—29 N T—230FERT D,
EEECEELERITTAEENKEZTINIEERT S5, BI—HIICIXERLEL,

AN NI NN

<
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Q18-2 B 1%t Survey results

Others: (Q17 No)

A NANER NI NN

\

AN

DN

SOPYPOARDIREICEDH SN TULVEL =8, (2)

EZNHLEL, —RGFMAELEILSN TV,
BIEEYN) IR TH-oTHRIZFEMIEEBMLELY,

BMVAARSAVTHRESNTULVEL=O., HALZEESHNLEYERBLULEL,

7)b; \TF—2a  CEBEDFHMEELTLVEWMES . HEVICEEEE TN v I XD ESFHEA
ELZLY,

SEEYNYIRDEERETEH TWVEW:H, [EIEETRNYIRTHLIENHIBAITHILIEE
HERHNIX, BRREETIILEYMELRLTHERTHICEEDHTLVET,
WICECETEZTWVEWL, BIEEYN)YIRDEELTEHONI-IGEICIXERT S,

SIEME - MEDEZENEET>TLVEWN, BHICEEMmMEE - MFICRHEL-AIE A EZD/N\T—3
VIZHLT BRDF LU ORENIFEBMCATETULVELY,
BIEETMNIVIRIEZAEDELDERBTEENTELLD T N\ T =3 I ETELGRWNEEZT
W5, ESLTHERREL, BEYUTILERANTHRINEEZAHDHLHNEND, YT ILICBYLH S5,
ZTETIITELGNERS,

BIEER)yORDHERAELLY,

RERGAELNDISERAWNSDT—RILIFEAELL,

%ma)b-_xtlﬁ.lﬁo
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Summary of above 21 comments

Partial validation is not performed in principle, but may be done in
some cases.

Reason: No SOPs, internal rules, unclear definitions, no criteria, or
difficulties in sample preparation.
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15t Survey results

When you conduct PV, which items do you evaluate for
hyperlipidaemic plasma sample? (multiple answers allowed)

Analog-IS SIL-IS

%| Not licabl
0% ot applicable 1%
56% — Selectivity 44%
. o . ) F
44% _1 Lower Limit of Quantification 339
o . . F
56% —» Calibration Curve 44%
Intra-assay Accuracy & Precision

78% 67%

0%/| Inter-assay Accuracy & Precision 0%
Matrix Effect 78%
Carryover ; 11%

89%

Recovery . 22%
Dilution Reproducibility 0%

11% Bench-Top Stability 7= 11%

11% Long-Term Stability - 11%

11% Freeze-Thaw stability - 11%
Processed Sample Stability 0%

| | T T | | T T T T 1
100%  80% 60 % 40 % 20 % 0% 0% 20% 40% 60% 80 % 100%

25 valid responses
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Q20 15t Survey results S AEE M : hyperlipidaemic plasma

If you evaluate items other than listed in Q19 or take different
evaluation methods, please tell us the details.

Comment: 1 valid response

v ANVISARRGEDIR X BIRMEDFTHLERET S

Selectivity is also evaluated for ANVISA application.
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Q21 15t Survey results SHAEE M : hyperlipidaemic plasma

What kind of matrix does your company (your organization)
define as hyperlipidaemic matrix requiring partial validation?
(e.g. patients with dyslipidemia, Caucasian)

Does your company have any criterion?

Comments: 7 valid responses

AN NI NI

AN

A5 & = 20mg/mLEL E

SIEMmMBETILEMMASIERL-TR)vIX

BRI R (T, BRTHOMZFH > TLSEUKEE

ERERSEERTIX. FIN)T—2av NIZHAAAFET . TOEARELTIE. BEEREBEDESE
Ir)YORADIGELEVET . BEATORERTEH, FRADTN)YIRDKISIZEBIEBELGY
FIvOREEEL. ITTWVET,

FIZERELL (3)

Summary of above 7 comments
Matrix collected from hyperlipidaemic animal models, matrix
with high lipid concentration.
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Q22 15t Survey results SAEE M : hyperlipidaemic plasma

How do you obtain or prepare the hyperlipidaemic matrix for
validation?

5 valid responses
Comments:

v BABUMIERR

v ttNIEEGERPK:ET IILEMZER

ERERPK:ERIN TIXZIL N\ T—2a BZERBLTLESIBEAHYET,
MRDBFMMERELTIRAREITHIENZNEKITY,
SlEMEETIILEMMMASEERLE-TR) VI X
MFENMSIEBEERDLGETHELTHEMT S,

BZELTIIN—=—v N\ T—=2a 0 BB EEZTWETH, EEERLAHYETA,

AN

Summary of above 5 comments
Hyperlipidaemic animal models are bled, lipid is added to
control matrix.
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Q23 15t Survey results SAEE M : hyperlipidaemic plasma

Do you verify that the validated method is applicable to
hyperlipidaemic plasma sample ?
If Yes, How do you prove it?

Comments: 7 valid responses

V BIZELTIN—29 N\ T30 M BEEFEZTHWET I, EREEEREHYE
TA BERELTIIEEATHLH LZHERT HDIEHLL EXNAILT—ENGIE
BETEIFENENESZZFET,

vV BRLTOED (EELNHEEHNENE=SH)

v BERLTLVELN(S)

Summary of above 7 comments
No verification, generally.
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15t Survey results =AEE M : hyperlipidaemic plasma

Does your company have any SOP regarding the validation for
hyperlipidaemic samples?

m Yes, our SOP define validation for
hyperlipidaemic samples.
No, our SOP does not define it, but
validation method is standardized.

We have no SOP or standard

0,
87.5% validation method.

8 valid responses
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15t Survey results =AEE M : hyperlipidaemic plasma

How does your company conduct the PV for hyperlipidaemic
samples and for what purpose do you use the data?

B Conduct in bioanalytical study,
(1)
12.5% for NDA use
Conduct in validation study,
for NDA use

Conduct in bioanalytical study or

validation study, for NDA use
62.5%

Verify its effects, not for NDA use
(archive as in-house data)

B Others

8 valid responses
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Common problems, questions and opinions on validation of

hyperlipidaemic samples

Comments:
VBIEETRNIYORIZTNYT—230 08— )b\ TF—2a0o BB THHETHIOTHNIE. SIEE T
Yy DZADEENVE, Tf-. BIRETMIYIXDEAIZIZERALNIDT, BARBEHEIVLE,
VEDREREDEIEGREPVRLELDH
VEDISEH T IEFERLTWWADN? FEEIE?
v LotfElICHITHEEREMOIFA—ILAELLY
VSILISZERAWTWTC, BlEETN Y IR TEREDEEITHELNHLHT7—ABHNIE. EHHHYI-LVNTT
vV BIREOREETHM T AIZENL A ZERDTIKRETT (AENN—FEFTM1X),
BEMIZIK, ESVWSERETMNYIRZFERATIOMNE L, BEOREEZESTEIMUN)T—ML=&H4
CEBEDORBDLLE, REMEESEEM- tLEkT 5H)
vV BIBETNIYvIRANAEICEEEEZ HNESE. BINESREEIET ENKENAEERS,
VBREOITATITHELL,
vV BERETMN)YIRERE T HAiEELT. Intralipid 20CKLNNES D,
mifiFabios H¥natural matrixMF|AHEREL TLVSH ., KEIZHEMESH,
VIEMIZTHART, SEEmME-MEOEEINH#LL, ATHICEDLSIZAR T Z2OMTENEMEELOERL
FT RAICSEDT—EDERIVEIZLEDIDTIIHELTLESIN?
VIRITERAVNT REBIREFZEIESH, GIEETMIYIRBMAZEIET OO FRBALLET-0.
N)T—=2a L TERTHEIETELGNERS,
F-. B UTILHATEREIN VIR ITHAENSEEHIRTHELEELLY,
VEBRETNIYIORIIRAMTEIN?EATIN?
VISHEZEDISE, SILEBELO NI —2FyTTHIENENEEZILGNS,
DS, +oEEE, BOEsr7 CEARLEICHE>TWWSaREELELY,
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15t Survey results SABE I : hyperlipidaemic plasma

20 valid responses




Q26-2 15t Survey results SfEE M : hyperlipidaemic plasma

Common problems, questions and opinions on validation of
hyperlipidaemic samples

Summary of comments 20 valid responses

* Definition of hyperlipidaemic samples: 10 responses

Popular responses
Which levels of lipid or other parameters require partial validation?

* Methodology for preparing hyperlipidaemic samples : 6 responses
Is there a preferred methodology?
Difficult to prepare validation samples.

* Application of lipidaemic grade to incurred samples : 5 responses

How to compare lipidemic levels between validated samples and
incurred samples.

* Others
Need for standardisation of methodology of assessment.
Is there a need for partial validation under use of SIL-IS?, etc.
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DG Recommendation =AEE M : hyperlipidaemic plasma

IR, SIEEMOEZLNEHLL,
EREICEVWTROADEENBOON-IGEICIX, REZZITI=TM) v X(C
HEVEMZANVWTERMSE, TRV IR REBRNBRMEZPVELTRERRREL ., BEE
BENETAHLZHET S,

Hyperlipidaemic plasma is difficult to define.

If influences are detected on bioanalytical studies, Selectivity, Matrix effect and
Intra-assay Accuracy & Precision should be conducted as PV in validation or
bioanalytical study using the matrix with problem, and its data should be used for
NDA.

[Preparation method of hyperlipidaemic plasma]
There is no useful information.
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1]

dx

ZEZ E :Analytical Instruments

Q27-1 15t Survey results

How doses your company conduct PV
for change in analytical instruments and

for what purpose do you use the data?
(ex. change for the same , equivalent or upper level instrument)

B Conduct in bioanalytical study,
for NDA use

Conduct in validation study,
for NDA use

33.3% o ]
Conduct in bioanalytical study or

validation study, for NDA use

36.4% Verify its effects, not for NDA use
(archive as in-house data)
B Others

33 valid responses
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1"

dx

ZEZ E :Analytical Instruments

Q27-2 15t Survey results

Others:

vV A—RBEOHZAIZIE BRIIL. BEEHELTRLET L, HEERICIELELER A,

vV A—RBEONEKICEET 58, TORLENELEEBROEHELTRELET.

v A—H#EOZS(E, LEEDSEIZUEIIRAT A RFERICIXLEOIISEELET
BIEOEEIBRRIIHBYEFLAL, R—vN\T—230FRBL T, ML L-HERET DN (L.
ZTORORTTHELET,

v BEZEEICHD, AESBRNTEREL, FRENETHERE. ZEMEIIIREET 5.
REFERICELEWNMEEDOmALH S,

V A—H#EOHDEENDEEITZIEITRIET S5, BFEHICEILEL,

HIEDEE (R—A—H—TLUBEADEEED) [IRMBAHBNIEMIIL-HERTEREL.
FHEEEHET D,

V ir—R12&%. BEASBBICERICUYEASEL, N—v)L\T—2a0aRkd 512550,

BERTHNITAERBRATHERE T 5. R—HETHIIERFBERCEILEVERS,

Summary of above 6 answers

It depended on the situation. In the case of change for the same model, the
validity was checked but not for application material. In the case of change
for a different model, PV for application material was conducted.
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"

pan Bioanalysis Forum

I 7E 5% : Transfer of the analytical method to another laboratory

Q28 15t Survey results

Which item do you need to conduct PV for transfer of the

analytical method to another laboratory ?
(Multiple answer allowed)

0% 10% 20% 30% 40% 50% 60% 70% 80% 90% 100%

Selectivity — 94%:
LLOQ — 88%
Calibration Curve — 97%
Intra -assay Accuracy & Precision 100%
Inter -assay Accuracy & Precision — 79%
Matrix Effect — 76%
Carryover — 85%
Recovery — 58%
Dilution Reproducibility — 73%

Bench-Top Stability 24%

Long-Term Stability 3%

Freeze-Thaw Stability 15%
Processed Sample Stability |55050SNSAAS 19% 33 valid responses
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I 7E 5% : Transfer of the analytical method to another laboratory

Q29 15t Survey results

If you evaluate items other than listed in Q28 or take different
evaluation methods, please tell us the details.

VIADREERIZ. Unknownd > FILEL T, B—ERAEHY T ILEEFFL. Dif(%) IS4 TUTIZ
ADEFHERELET,

VERIRPKTIE, LEEICMAEHREY, REMATEMLEREL TS

VEREBZEMLUNIIFETRTEZERELET . AEORTEEL-OWVTOWVEIRSBLET,

VEBEEZIZHWD., B—LotaCH U T IILVEFER T C2ERICTAEL. £ ERTHERNBREHE
HAEFE-L TS EFEREL-BER. -, 70% L LY T ILDEEEDEH£20.0%
LURNTHAHACLZHERLE-EERHY,

VERRTFRTEMY. ERICEATLIEENERLTIIGEENH S0,

VEEEIZODWTRENHAETIEEYMTHNIX. BRI EIZHRIET S E1HYS 5,

VigHl, EH, ERERARTERICOVTIZSr—XNA5—X, Z¥EBH T, RIZAREVNSY—XTIE
BATCREHREZSOTIIN)TERT Iy —RIEH 5, GLHEZDOLR— DA THREES
*ﬁmbf:b\f:&)o

Summary of above 7 answers

v'The QCs or unknown samples are analyzed in the both laboratories and the results are
compared.

v/Stability are also assessed (e.g., bench-top, freeze-thaw, and/or standard solution stability).
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I 7E 5% : Transfer of the analytical method to another laboratory

Q30 15t Survey results

How doses your company conduct PV for transfer of the analytical
method to another laboratory and for what purpose do you use

the data?

3.0%. 3:0% Bl Conduct in bioanalytical study, for NDA use

\

Conduct in validation study, for NDA use

Conduct in bioanalytical study or validation study,
for NDA use

Verify its validity, not for NDA use
(archive as in-house data)

Bl Others
66.7% v AIERBANTERT AL NIFHMILE-REBT
EHTEELH D,

“Others” comment:
v' PV is assessed in bioanalytical study or validation study.

18.2%

33 valid responses
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DG Recommendation

AERBREREDFGSICIE. ZTEEEZROIN)T—3V IR
PVELTERML., BEFEHETHIEFHET AN, YORN)T—
AVEERBTHSDTHNIIERBEREEZERBRLTHEINEE RS,
HSARNYT—aVDERFEIZDONTIE, SOEAERNNET
HBo

In principle, full validation items except sample stability should be
conducted as PV in validation or bioanalytical study using the matrix
with problem, and its data should be used for NDA.

In case that cross validation is conducted, Inter-assay Accuracy &
Precision can be excluded from evaluation.
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AITEHEYEDOZEE, 1JBA0: Change in or addition of analysts

Q31 15t Survey results

Does your company conduct PV for change in analysts to certify
the measured value in bioanalytical study?

B No (Analysts can conduct bioanalytical study without any certification)

Analysts can conduct bioanalytical study
if an analytical method is fully validated by some analysts

24.2%

All analysts should conduct PV before bioanalytical study

9.1%

Others

v B EDPVARERZHHLHRET D . (3)
VETERFTANBEEXMERLEND. HAIVEHRESRHEERIC
AL, (2)
33 valid responses VERIBELETON)T—a v THERTENRR. PVRELT S,
v AIERBRTHREL, £T 2% RL. EFFERLEN,
v IHABRBEEHIMNICKYPVRED L EEZEHIMT I ESOPTHREL TLVAHAS,
KREHEYENEDDEICRBEL TS,

42.4%

Summary of above “Others” comments:
Raw data of PV will be archived, but will not be reported.
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AITEHEYEDOZEE, 1JBA0: Change in or addition of analysts

Q32 15t Survey results

Which item do you need to conduct PV for change in analysts?
(Multiple answers allowed)

0% 10% 20% 30% 40% 50% 60% 70% 80% 90% 100%

I
[

Selectivity P 23%

LLoQ 41%

Calibration Curve — 86%

Intra-assay Accuracy & Precision

96%

Inter-assay Accuracy & Precision | 0%
Matrix Effect | 0%

Carryover 9%
Carryover 5%
Dilution Reproducibility i 5%
Bench-Top Stability = 0% 22 valid responses

Long-Term Stability = 0%
Freeze-Thaw stability | 0%
Processed Sample Stability 5%
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AITEHEYEDOZEE, 1JBA0: Change in or addition of analysts

Q33 15t Survey results

If you evaluate items other than listed in Q32 or take different
evaluation methods, please tell us the details.

v EIRE. EETR, 2EMBERER, EICWCTERLET

Selectivity, LLOQ, and Intra-assay Accuracy & Precision will be conducted, if necessary.

1 valid response
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BIEIR M FDZEE, 1B80: Change in or addition of analysts

Q34 15t Survey results

How doses your company conduct PV for change in analysts and

for what purpose do you use the data?
Bl Conduct in bioanalytical study, for NDA use

8.7% 4.3%

Conduct in validation study, for NDA use

__ 43%
Conduct in bioanalytical study or validation study,

for NDA use

17.4% Verify its validity, not for NDA use
(archive as in-house data)

65.2% Bl Others
vV SHEEEEEOLENLELERER
GRIERERELLIN)T—2aVHER) OREERLET S,
vV FRESEOHBTELSEH AT, "mock study"ZEMEY 5
23 valid responses CENBLA, BEEHELELY,

Summary of “Others” comments:

v" The PV data will be included in the bioanalytical or
validation study for NDA use

v’ Training for analysts, but its records is not used for NDA.
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BIEHYEDTERIZPVIIFRELEZDH .
HAERN2ALL LD BB TR EMZRRITHLEHRET S,
(FMMIEE :REHR, BRERM)

BHIRERDT—2(E, BFFEHELTERTVEITGA,
FDAREEZEZ AL ILIESICIIERBRERIRETLEZS,

In principle, PV is not necessary.

Verification of its validity by some analyst (2 or more) should be
conducted before actual analysis.

(Evaluation items: Calibration Curve, Intra-assay Accuracy & Precision)
It is enough if its data is archived as in-house data, however,

its data should be archived appropriately, especially if there is any
possibility of FDA submission.
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pan Bioanalysis Forum

RNEPIEZEME : Change in Internal Standard

Q35 15t Survey results

What kind of Internal standard (IS) is usually used ?

H Usually, stable isotope labeled
IS (SIL-IS) is used

Usually, analogue is used as IS

= Depends on situation / case by
case

m Others

33 valid responses
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Q36-1 @ 1%t Survey results

What type of Internal standard (IS) do you use ?

5 valid responses

vV ERZEIBIRILSIL-IS, (CE P DSIL-ISITE RAGBLN DM ELMEE N ZL,
KELADSIL-IS (T B Analog) ZFERT B EAZLN,

v AIREERRYSIL-ISEE A, EHSLTHERBLIGE S (I EEMELXISICERT 5,

v' [RA sIL-IsE{fE A,
BETHIGECAFETICHRMZET SIEE(X. EEWEEZFEA.

V SIL-ISISAFTESEL, TNEEBETHH., TELRELB LI, KH
M) .

v AIREBRYSIL-ISEALS, 7Oz FEOESRERM. IEREETREL
REIEEMENHAINESIMHTROTINS,

Summary of above 5 comments:

For parent drugs, stable isotope-labeled internal standard (SIL-1S) is basically

used (analog is used only when SIL-IS is not available (due to cost/time)), but for
metabolites, analogs are used occasionally.
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RN EPIEZEYIE : Change in Internal Standard

Q36-2 B 1% Survey results

If IS needs to be changed, when is the right timing?

4 valid responses
vV BBERRAT—U AYDRFESNBE,
V I\ T—2aVERYETRENHIFIIIVT TERET D,
vV BEEMNRET D,
V ZUYDOWLWEAEVT  I— AUV EHH 1SV T NEELLY,

Summary of above 4 comments:

v Before the initiation of Phase 1 clinical studies

v" On phase transitions of drug development

v Before the re-validation study of the analytical method
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pan Bioanalysis Forum

RNEPIEZEME : Change in Internal Standard

Q37 15t Survey results

Which validation items do you evaluate when “1S” is changed?

(multiple answers allowed)

0% 10% 20% 30% 40% 50% 60% 70% 80% 90% 100%

Il 1 1 1

Selectivity 91%
LLOQ 73%
Calibration Curve 97%
Intra-assay Accuracy & Precision 100%
Inter-assay Accuracy & Precision 58%
Matrix Effect 67%
Carryover 67%
Recovery 55%
Dilution Reproducibility 24%
Bench-Top Stability 6%
Long-Term Stability 6% .
33 valid responses

Freeze-Thaw Stability 6%

Processed Sample Stability 39%
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RN EPIEZEYIE : Change in Internal Standard

Q38 15t Survey results

If you evaluate items other than listed in Q37 or take different
evaluation methods, please tell us the details.

3 valid responses

v ZO5—ARIE. 1ERIRE (SOP) TIEEELTBYEE A,
BiRM. FETIE. ABERE. < ) 9XZR, BEUE, SILBEE#REEEZERT S
&_Z:E)&Ui-d_o

v ISEREZEM
vV CORIGEREERDEVD, TN T—2aV T HREBENENOKSIZBNET,

Summary of above 3 comments:

v" We do not define SOP in this case, but Selectivity, LLOQ, Inter-assay Accuracy and
Precision, Matrix Effect, Recovery and Processed sample stability were assessed with a
certain case.

v’ Stability for IS in solution was assessed.

v" We have no experience in this case but we suppose that full validation will be needed.
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RN EPIEZEYIE : Change in Internal Standard

Q39 15t Survey results

How doses your company conduct PV for change in Internal
Standard and for what purpose do you use the data?

B Conduct in bioanalytical study,
for NDA use

Conduct in validation study,
for NDA use

36.4%

Conduct in bioanalytical study or
validation study, for NDA use

Verify its validity, not for NDA use
54.5% (archive as in-house data)

B Others

33 valid responses
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DG Recommendation

> SIL-ISICEE I 5156
ERE. EETR. S=R. BABRYG., silBRETEE. TRV IR
ZPVELTERT HEZTHET D,
BEEARINT BR75E case-by-case T ) —F—/\—DEHEEZRTT S,

> Analog-ISICEE T3S
EiRE, EETRE. REH. BABER%E. ILEBREEME. TR)YIXTR.
Xol)—F—/N\—, BUNEEZPVELTERT HEEHRET S,
ABBREEREEDHEEIZLD Tcase-by-case CEHEE R ETT S,

WThDTr—XATH, FREBEERURLEY L T ILbOREEIXISHIMDEIIZ
IS MEELZDTREELEEZS,

PVIZMIILI-EERF - [LRIEHEBRAN TEEL ., REFEMLET S
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RN EPIEZEYIE : Change in Internal Standard

DG Recommendation

» Change to SIL-IS
Selectivity, LLOQ, Calibration Curve, Intra-assay Accuracy & Precision, Processed
Sample Stability and Matrix effect should be evaluated as PV.
Additionally, Carry-over should be evaluated as PV in case where high
concentration of IS is added to samples.

» Change to Analog-IS
Selectivity, LLOQ, Calibration Curve, Intra-assay Accuracy & Precision, Processed
Sample Stability, Matrix effect, Carry-over and Recovery should be evaluated as
PV.
Additionally, Inter-assay Accuracy & Precision should be evaluated as PV
depending on a characteristic of the method.

In either case, Dilution Reproducibility and Stabilities in untreated samples are
unnecessary to evaluate because these are not affected by changes in IS.

PV data should be used for NDA.
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2 E¥RE0F 0D Z F : Change in calibration range

Q40-1 g 1%t Survey results

How do you set a calibration range to establish a new
bioanalytical method? (Multiple answers allowed)

Calibration range will be set according to
estimated concentration range of study
samples

First the lowest concentration which
meets the criteria (LLOQ criteria of
guideline or unique criteria of facility) will
be set as LLOQ, then ULOQ will be defined

Others

0% 10% 20% 30% 40% 50% 60% 70% 80% 90% 100%

R 21%

] 12%

85%

29 valid responses

6th JBF Symposium, DG2014-10 http://bioanalysisforum.jp/ 61



FREHREIFE ) Z H : Change in calibration range

Q40-2 g 1%t Survey results

Others of Q40.

Others:

v CROBEDT, ERXBEISRTENIDIEICEIVET , —HSIUB EIFAIEETTEEEINS
EHHOBREHBEANMEETREZREL, TIAHLERELRERTELET,
(BENMNOAELGLBICHREEICRETSHLELHYED)

v BHETETEANRBONIMEIINRELIZESD ., TOR A TRIRELGREML AL TRETLT-
iﬁ%ﬁ%ngﬁﬁﬂmz;’ii?éo BEAZEMINZUVEES(ZIE, BlRERE (R 580E % B

% [e]
vV BEEEORERKEREZLEIC. N\N)T—La I EREES-TREBEELZRE.

I =1

v %@ﬁgﬁiéhé%fi#%i%TﬂE%iws N)T—a Bl em-IyERRENMSEELRE
% o

4 valid responses

Summary of above responses:

v" LLOQ will be set according to estimated concentration of study
samples, then ULOQ will be defined

v" LLOQ will be set according to estimated concentration of study
samples, then calibration range which meets the criteria will be
defined

v" Dependent on the method provided by sponsor
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2 E¥RE0F 0D Z F : Change in calibration range

Q41-1 g 1%t Survey results

What was the reason for change in calibration range after the
full validation? (Multiple answers allowed)

0% 10% 20% 30% 40% 50% 60% 70% 80% 90% 100%

1 1 1 1 1 1 1 1 1 J

Concentrations of large number of study 61%
samples exceed ULOQ °

Concentrations of large number of study 39%
samples were near or below LLOQ

Change in analytical method caused W 16%
unavoidable change in calibration range

Concentrations of study samples fellin g 79
narrow range of calibration curve

Others F 13%
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FREHREIFE ) Z H : Change in calibration range

Q41-2 g 1%t Survey results

Others: 4 valid responses

vV BERAENEFIREEDO-OH. EETEZZEERL-,

v ERXHEOBREHIERHEICHEE—Io0HoT=1=8 ., BGRPK/TKTIXEARMIZIZEEL
B BRENDERIBSICIEIAEIILN) T30 0B —ANE N,

vV RREOEEENLOQKRFGEELGYIEEAEHTET . REHTEREZTITA2LICH
>1=1=&,

v EETEROZEICEALTERHTHRLENBIREIAGONGEINS=1-8,

Summary of above comments

Reasons for change are insufficient selectivity in study
samples, to improve sensitivity for low dose study and for
samples in elimination phase, etc.
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pan Bioanalysis Forum

2 E¥RE0F 0D Z F : Change in calibration range

Q42 15t Survey results

Does you SOP have evaluation items for change in calibration
range?

No
57.6%

33 valid responses
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2 E¥RE0F 0D Z F : Change in calibration range
Q43-1 | 15t Survey results

If many study samples have unexpectedly high concentrations
above the ULOQ, how do you usually handle that?
Please share your reasons.

3.0%

¥ Change the calibration range by
partial validation

Verify dilution integrity and dilute the

samples in the actual study
72.7%

Case-by-case

33 valid responses
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Q43-2 | 1%t Survey results

Comments: (Case-by-case)

v JEERERPK: 1B DA DBIFE TIEHFR, fMELRAEDOHEINHHIGEIIHEHER,
ERERPK/TK: XM Z[EFRTHIET 5. ROAEBRTERIRDEELLLHEN
FHEINDIGEIIEEGHEZERT HEE5ELHS

vV (FEMIC)RETIREBNE,

V IRBOATHNIE. FRTHIETHEBNET , REATHGL TRAERAEREE
BT ASENFERINSESICIIREREEZEEL., /=2 v )L/ T—I3
VEERTHERINET,

V BEDREBRDADGEEIIHFRMTHET A, RICRBRLGHABRNEH L LEE
358 . F-AEDRDOABRBRENZ VG E (L. partial validationE %55,

v BAREEIRE

v EERKRTIIHZRTHIET 5. ERERAERTIIPKOEE SN SHIETL . BEXSDDITIX
REBEEEZEZAS_ELHRET S,
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FREHREIFE ) Z H : Change in calibration range

Q43-3 | 15t Survey results

Comments: (Change the calibration range)
vV BERHFROZIMEHRE I ILEBELTTHN, AHICSLORHAHMTR
ERLBZEA TV IGE . RERGEEZEASIZ/ENEEZEY,

Comments : (Dilution integrity)

v BHENEWLHMDS,

v EERHOAIEIX. RV a—IEEET SO,

vV BROHEBIIHRERGEHDEEFZHFYHELTUOVENWLSILBHNELHYET,

vV EEHEHEZERLLGLMEY., F#ROZHMETHILAIRETH S b,

V ZFROZEMERERITIANDEN(EXENDLEN) THLIMG,

V FzI2N\) T EMETACESEmEILD T, EENFTETEN.
EHICARLTEFIEFICHBEEG DI EIEALY,

Summary of above 14 comments
Dilution integrity is generally evaluated but the method is dependent on
extent, number of samples, and schedule.
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e = fRE0FH D Z 5 : Change in calibration range

Q44-1 | 15t Survey results

If study sample concentrations fall in a certain range of the
calibration curve (e.g. LLOQ to middle QC, middle QC to around
ULOQ), how do you usually handle that?

Please share your reasons.

m Use the same calibration range and add QC samples
around the concentrations of study samples

24.2% Change the calibration range by partial validation

Not applicable

60.6%
Case-by-case

33 valid responses
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FREHREIFE ) Z H : Change in calibration range

Q44-2 | 15t Survey results

Comments: (Add QC sample)
vV BERDBEIZIE. COEIITH/IELET . LML, TK, FEEERAEDIBESIC
(X, A ELEEA. BL. BREAMIZIT,. HOTILOEELRIILERIEL

TQ‘B%&I:@%&T@E&%@’&E&“EL'Cb\i'd'd)'& REmHEEFE
YEEA,)

Comments: (Not applicable)

vV REBRSHEIN)T a0 TRAMNEREIN TSSO THL T i)
BE(ILZNEEZTINVS,

vV A DREDAQCTHEFIIRIASN S b,

vV SRIIVEIZESINBLNAGNA, WERELELY,

v BROAAFRIZREIFGZWL=8,

vV AIEEOZYEE+RIAASNTINSEEZR S,
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FREHREIFE ) Z H : Change in calibration range

Q44-3 | 15t Survey results

Comments : (Case-by-case)

v SOPTI&, TQCEARZEEBMTHENREFELIVELTWET 121, ChET

. FDEET—RIETHYEBTATL=. EEOXIEL, BRIDOFERT &I

r—RNAT—RATHRIELTWET,

RYDIEEIZLD,

AEBDHRE, AIEEZDSEDFEOLNAIZKY, QCHAHDEMER SRS H

DEBELETIHAIDNSLENVAZRIRLET,

v BRIZFELTWVEWNT—XD5RE, LIWLAMRFSA/U ThigREhTLNVS
DT, HohLOHBEEINBIBEIZQCFEMTHELBRHFICLVRTINS,

v B, BENEOS, KYSTTIRE[EERELTOET,

ANERN

Summary of above 11 comments

Not applicable (validity of the measurement values has been confirmed)
or

Case-by-case

(depending on bias in study sample concentrations and type of study)
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2 E¥RE0F 0D Z F : Change in calibration range

15t Survey results

If your answer is “Use the same calibration range and add QC
samples around the concentrations of study samples” or
“Case-by-case”, how do you set concentrations of additional QC
samples?

Do you verify reproducibility of measurement of the additional QC
samples in preliminary assessment?

M No preliminary assessment.
Additional QC samples are
incorporated in the actual
study.

Verify the validity of QC
samples in preliminary study
and incorporate the QC samples
in the actual study.

12 valid responses
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e = fRE0FH D Z 5 : Change in calibration range

Q46 | 1%t Survey results

Please share the details of your preliminary assessment.

Comments : 3 valid responses

v BABRIEDAHEHERET D,

v BYISERTETWSIDERERR T, STEMBREDERET D,
V B0 REREFTLLQCOREEITOTHD, S, BREHMLELEL,

Summary of above 3 comments
Inter-assay accuracy and precision

or
Calibration curve and new QC samples
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2 E¥RE0F 0D Z F : Change in calibration range
15t Survey results

How does your company conduct the preliminary assessment
for additional QCs and for what purpose do you use the data?

B Conduct in bioanalytical study,
for NDA use

Conduct in validation study,
for NDA use

Conduct in bioanalytical study or

validation study, for NDA use
66.7% y

Verify its validity, not for NDA use
(archive as in-house data)

B Others

6 valid responses
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pan Bioanalysis Forum

2 E¥RE0F 0D Z F : Change in calibration range

Q48 15t Survey results

When you conduct PV, which items do you evaluate for changes in

calibration range? (multiple answers allowed) 25 valid responses
Extending to Extending to Narrowing the
higher side lower side range

0% 20% 40% 60% 80% 100%0% 20% 40% 60% 80% 100% 0% 20% 40% 60% 80% 100%

L. ] 1 J i 1
Selectivity ' 44% 78% 22%

LLOQ 33% 89% 11%
Calibration Curve #—i 89% r—i 100%#—1 78%
Intra-assay A & P 89% 100% 78%
Inter-assay A & P ‘r_t 78% #—l 78%
Matrix Effect 56% 56%
Carryover 67% 67% |
Recovery 56% 56% | 0%
Dilution Reproducibility 56% 44% | 0%
Bench-Top Stability 44% 44% | 0%
Long-Term Stability 44% 44% | 0%
Freeze-Thaw Stability #—1 44% #—l 44% | 0%
Processed Sample Stability e S 56% | 0%
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FREHREIFE ) Z H : Change in calibration range

m 15t Survey results

If you evaluate items other than listed in Q48 or take different
evaluation methods, please tell us the details.

Comments: 3 valid responses

vV IEKH ., BEICE->THBIEENRERL-TLS,
V EDSHNDUITIDIZELTREIXZED S,
vV BEHIZOWTIZ. yF—RNAH5—RXATEZIDENRHS,

v’ Validation items will depend on whether extension or shift.
v’ Contents will vary depending on degree of shifting.
v’ Stability should be evaluated on a case-by-case basis.
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FREHREIFE ) Z H : Change in calibration range

Q50 15t Survey results

How does your company conduct PV for change in calibration
range and for what purpose do you use the data?

M Conduct in bioanalytical study,
for NDA use

0,
16.7% Conduct in validation study,

for NDA use

41.7% Conduct in bioanalytical study or
validation study, for NDA use

41.7% Verify its validity, not for NDA use
(archive as in-house data)

B Others

12 valid responses
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2 E¥RE0F 0D Z F : Change in calibration range

15t Survey results

When you evaluate stabilities additionally for change in
calibration range, which concentration do you investigate?

I Both high and low QC concentrations of
new calibration range

Only one (low or high) QC concentration
(e.g. When you change calibration range
for side of higher concentration, high
75.0% QC concentration is evaluated.)

B Other

16 valid responses
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e = fRE0FH D Z 5 : Change in calibration range

Q52-1 15t Survey results

Do you evaluate stabilities using QC samples whose
concentrations are above upper limit of calibration range?

Reasons for “Yes” :

vV BEHUTILHN, REBEBZITULAIENFHRENS
(2)

vV BHUTILOREHREBRLEIESIATFELNEER
ZY (3Y il 9]

vV EEBOEYMOITBLEENGRNEEFRIET 518

Summary of the above 4 comments

v Because concentrations of study samples will
exceed the upper limit of the calibration range.

v’ Stabilities should be evaluated at the
concentration of study samples.

v To verify that compounds do not precipitate in a
freezer.

No
87.9%

33 valid responses
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Q52-2 15t Survey results BRERSEEOZT

Reasons for “No” Change in calibration range

vV —BHIEREEORHE CTEREEIERTENIL. SREDAHTLLEETHHEEZDLDT, (3)

vV BREEORBETYUTIVRARTELRWNENH S,

L7 RAKIZHSI LS EREAIIEILIVRETHSIENFREINSD T, BT H5ERAMNIL
DTHNIEEBLESTELDNERS BE R LTI FIAEERERH P TRLCEIETELREC-
f2&95L. FOEILI-LDONMANCHEZRIZTHEICIEENVEIZLS,

vV ZEELEANBLWDELNFETAL, HBHIEEYMH ZL. SREDspike sampleDERAEMEHLL V=8,

vV INhFETEKRBIZERLE-CEITGULD, EDFIEEPIZEVTIEI—RIIEEER TRRTEELIZRHEM
BAERZLD TGN ER STV =, LML BITEND SR TEEEQCEAWV-REMFHENEZ TE
TWAESIZRELS, BOMttDEZZ Y-V ERBS,

v MEOEE. TEEDEEKEESALZTNI. FICHEERLERU EOREHEEMIILHELZNELTULS,
=L ROLSICEYDBHEEDORIEICLYLREEDBEAONIE, REHFTMEEZET S,

vV BEEOBRKIIZTOBRFBEICEENGTNIE, BEMEIIHIgh QCERIZFTHAIEEZLND,

F7=, Low QCEHigh QCTZE DR EMICEENRONGNELEHRE S,

BEKENGZITNIX., BRELZULEHIBTL TS,

SREATARRELLGIERNTEMICEEINLGOO T, IR TIEXINARZEMIZEESINLZLEY (X

%ﬁﬁbi_g&o BABIZIE,. BETHRESETIMIRNETHLIEEZAFTITA, E53000 YA TIEA

W&DTT,

HARDBMVAARSAUTROHLNTULVELDMS, (3)

DX THIZHIREIZEoT- GEHEIEIZZE N of2) TEMNELV=8,

ERERSERDIGEIZ, EELTWSEHREHYE T (BELICKVET) . HRELTIE HENEYEF A,

SOPTHRELTLVEWV =6, ZDREF TEHREDRHIARLET HIMDBERIE D,

Summary of the above 16 comments
When stabilities are confirmed by low and high QC samples, higher concentration

samples are generally more stable.
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DG Recommendation

> RAMRENMROE A TIRERERDOERE XLEATIILGLNEEZHH,
REREREZEEIHRIRER. BRBRERVBRBREZPVELTEEL.
HEFEMETHLZHET D,

LI TFDIE B [Lcase-by-case C1ENNEZFHER T B,

Analog-ISZ AL\ IE A : TRV RR
RERGEZEREMICEHREETEE: BRHYE. EETE. ZFEH.

Fol)—F—N\— AL BRREH
REREEZSREACHRIETIES: BRBRE@GENARDONLIEGES) . REK.

Fyl)—A—N\— BB RREMS
> REMRENMEEEDOH-LRACDEEFBDATIEENEEZS,

> RERLEBZ LRLSEEOREMEFMEIL, EERFTARELERARBDHON TG
THIXDATIFGENEZZSN, ZETIREHAZ VA ORRETEBICISITH
NBESNLSEBICITEFTT S

[ 6th JBF Symposium, DG2014-10 http.//bioanalysisforum.jp/ 81



>

FREHREIFE ) Z H : Change in calibration range

DG Recommendation

In case where study sample concentrations fall in a certain range of the calibration curve,
change of the calibration range is not mandatory, in principal .

If the calibration range is changed, Calibration Curve, Intra- and Inter-assay Accuracy &
Precision should be evaluated as PV and its data should be used for NDA.

Additionally, following items should be evaluated as PV on a case-by-case basis.

Using Analog-IS: Matrix Effect
Extending to lower side: Selectivity, LLOW and Stabilities
Carry-over, Processed Sample Stability
Extending to higher side: Stabilities, Carry-over, Processed Sample Stability

Inter-assay Accuracy & Precision for saturation

In the above case, in principal, adding new QC around the concentrations is not
mandatory.

Stabilities above ULOQ concentration are not mandatory to evaluate, however, they
should be assessed; in case where instability depending on the concentration has been
confirmed, concentrations of many samples were above ULOQ or there is a concern
about precipitation in freezer.
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AT

BIALIE D Z B : Change in pre-treatment procedures

Q53 15t Survey results

When you change pre-treatment procedure described below,
do you conduct PV or any validity confirmation?

% of “Yes”

0% 10% 20% 30% 40% 5S0% 60% 70% 80% 90% 100%

Matrix volume | 100%
IS volume/concentration | 94%
Final solvent volume | 97%
Weight of packing materials in SPE
> | 94%
devices

Wash solvent volume or elution |

94%
solvent volume for SPE I °

Organic solvent volume for LLE | | 91%

32 valid responses
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LCSE{E D ZE : Change in LC conditions

15t Survey results

When you change LC conditions below,
do you conduct PV or any validity confirmation?

% of “Yes”

0% 10% 20% 30% 40% 50% 60% 70% 80% 90% 100%

Injection volume | | 88%

Gradient condition | | 100%

Analysis column | | 100%

Flow rate | | 94%

Column temperature | | 94%

Needle wash solvent [ | 73%

Duration time (valve switching time) | | 42%

Run time | | 52%

33 valid responses
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When you change MS/MS conditions below,
do you conduct PV or any validity confirmation?

% of “Yes”

0% 10% 20% 30% 40% 50% 60% 70% 80% 90% 100%

Monitoring ion | 100%

Collision energy (CE) | 69%

Voltage values except for CE { 2a%
(e.g.DP, CXP) ’

Detector (CEM) | 25%

lon spray voltage | 59%

lon source temperature | 63%

Gas Presser | 59%

Resolution | 56%

l 32 valid responses

‘ 6th JBF Symposium, DG2014-10 hitp./bioanalysisforum.jp/

15t Survey results | MS&HMZEE - Change in MS conditions




FRITSRHDERE:

Change in analytical methods

When you change analytical methods below,
do you conduct PV or any validity confirmation?

% of “Yes”

0% 10% 20% 30% 40% 50% 60% 70% 80% 90% 100%

Data analysis method | | 62%

Analysis software | | 76%

21 valid responses
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Japan Bioanalysis Forum

2"d Survey Results
&
DG Recommendation
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pan Bioanalysis Forum

2nd Survey results

Which type is your company?

32 valid responses
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BIALIE D Z B : Change in pre-treatment procedures

2nd Survey results

When you conduct PV, which items do you evaluate for changes

in pre-treatment procedures? (Multiple answers allowed)

Matrix volume

0% 10% 20% 30% 40% 50% 60% 70% 80% 90% 100%

Not Applicable 3%
Selectivity 90%

Lower Limit of Quantification — 90%
Calibration Curve — 94% Comments:
v" In case of increasing a matrix volume:

Intra-assay Accuracy & Precision 94%
Inter-assay Accuracy & Precision 45% LLOQ may be excluded from
Matrix Effect  — evaluation.
Carryover 61% v In case of decreasing a matrix volume:
Recovery 48% Matrix effect and carryover may be
Dilution Reproducibility 29% excluded from evaluation.

Processed Sample Stability 58%
Others | 0%

31 valid responses
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U 1"

BIALIE D Z B : Change in pre-treatment procedures

2" Survey results

How does your company conduct PV for changes in pre-treatment
procedures and for what purpose do you use the data?

3.3% Matrix volume

B Conduct in bioanalytical study, for NDA use

Conduct in validation study, for NDA use

33.3% Conduct in bioanalytical study or

validation study, for NDA use

Verify its validity, not for NDA use
(archive as in-house data)

I Others

63.3%

v'The answer will be changed depending on the situation.
“Conduct in bioanalytical study or validation study, for

. NDA use” or “Verify its validity, not for NDA use”
30 valid responses
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BIALIE D Z B : Change in pre-treatment procedures

DG Recommendation

Matrix volume

BIRM, FETR. REG. ANEREOEBEEET S,

BRABCAENDTINVIREAHEIZBE L. TRV IRHE,

Frl)—F—N—RUBMAES RS EEMERET 5,

BRABICRENDTNIVIRBEA N RSB E T, REEABEIND LG

SHERRIHOTIE, ADBRREMEEMEBRTT S,

%Eéiﬁﬁﬁmif:(iﬁﬁu:é*xt%'épv’é%iﬁu MEERELTT—2ERATHLE
2T,

Selectivity, LLOQ, Calibration Curve, and Intra-assay Accuracy & Precision should be
evaluated.

Larger matrix volume: Matrix Effect, Carryover, and Processed Sample Stability should be
additionally evaluated.

Smaller matrix volume : Processed Sample Stability should be additionally evaluated If the
analyte could be adsorbed.

PV should be conducted in bioanalytical study or validation study for NDA use.
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BIALIE D Z B : Change in pre-treatment procedures

2nd Survey results

When you conduct PV, which items do you evaluate for changes
in pre-treatment procedures? (Multiple answers allowed)

IS volume/concentrations

0% 10% 20% 30% 40% 50% 60% 70% 80% 90% 100%

Not Applicable | 0%

Selectivity 84%
Lower Limit of Quantification — 81%
Calibration Curve 94% M
Intra-assay Accuracy & Precision R —— 0% v' In case of decreasing an IS amount:
Inter-assay Accuracy & Precision ¢_4 39% Matrix effect, carryover, and bench-top
Matrix Effect | m— 39% stability may be excluded from
Carryover >5% evaluation.
Recovery 26%
Dilution Reproducibility 16%

Processed Sample Stability 45%
Others E 3%

31 valid responses
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U 1"

BIALIE D Z B : Change in pre-treatment procedures
2nd Survey results

How does your company conduct PV for changes in pre-treatment
procedures and for what purpose do you use the data?

3.2% 3.2% IS volume/concentrations

B Conduct in bioanalytical study, for NDA use

Conduct in validation study, for NDA use

25.8% Conduct in bioanalytical study or

validation study, for NDA use

Verify its validity, not for NDA use
67.7% (archive as in-house data)

I Others

v'The answer will be changed depending on the situation.
“Conduct in bioanalytical study or validation study, for

) NDA use” or “Verify its validity, not for NDA use”
31 valid responses
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BIALIE D Z B : Change in pre-treatment procedures

DG Recommendation

IS volume/concentrations

ERE, EETR, RER. AABRMEZRRZHET S,
ISOFRMEVLRENLRTEHEEF. Fv)—F—/N\—0OFMEZHRFAT S,
AERBRAE = (FMIL-HABRTPVEREL., BREMELTT SZHERATHILZH
5:4-;_60

Selectivity, LLOQ, Calibration Curve, and Intra-assay Accuracy & Precision should be
evaluated.

Larger IS amount: Carryover should be additionally evaluated.
PV should be conducted in bioanalytical study or validation study for NDA use .

[ 6th JBF Symposium, DG2014-10 http.//bioanalysisforum.jp/ 94



2nd Survey results

BIALIE D Z B : Change in pre-treatment procedures

When you conduct PV, which items do you evaluate for changes
in pre-treatment procedures? (Multiple answers allowed)

Final solvent volume

Not Applicable

Selectivity

Lower Limit of Quantification
Calibration Curve

Intra-assay Accuracy & Precision
Inter-assay Accuracy & Precision
Matrix Effect

Carryover

Recovery

Dilution Reproducibility
Processed Sample Stability
Others

=

0% 10% 20% 30% 40% 50% 60% 70% 80% 90% 100%

0%

84%

— 84%
Comments:
—

97%
sax ¥ In case of increasing a final volume of

35% solvent: Matrix effect and carryover
65% may be excluded from evaluation.

55%
19%
16%

77%
0%

31 valid responses
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U 1"

BIALIE D Z B : Change in pre-treatment procedures
2nd Survey results

How does your company conduct PV for changes in pre-treatment
procedures and for what purpose do you use the data?

3.9 3.2% 3.2% Final solvent volume

B Conduct in bioanalytical study, for NDA use
Conduct in validation study, for NDA use

Conduct in bioanalytical study or

25.8%
. validation study, for NDA use

Verify its validity, not for NDA use
(archive as in-house data)

I Others

64.5%

v'The answer will be changed depending on the situation.
“Conduct in bioanalytical study or validation study, for

) NDA use” or “Verify its validity, not for NDA use”
31 valid responses
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BIALIE D Z B : Change in pre-treatment procedures
DG Recommendation

Final solvent volume

BiRM, ERTE. RES. ANERNE. ILEEREHEEHERET S,

BETERERSLT, LCMSIZEAT 2H 0 S ORAR S ORABMT 25 (%,

TR IR B OF T —F——FBMERET S,

ﬂﬁéiﬁ%ﬁmif:(iﬁﬁbf:éﬁ%ﬁ'épv’&ﬁﬁﬁu BMEERELTT—9EEATEE%
#e 3,

Selectivity, LLOQ, Calibration Curve, Intra-assay Accuracy & Precision and Processed
Sample Stability should be evaluated.

Final solvent volume is reduced and larger amount of analyte or matrix component is
injected into LC-MS : Matrix Effect and Carryover should be additionally evaluated.
PV should be conducted in bioanalytical study or validation study for NDA use .
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BIALIE D Z B : Change in pre-treatment procedures

2nd Survey results

When you conduct PV, which items do you evaluate for changes
in pre-treatment procedures? (Multiple answers allowed)

Weight of packing materials in SPE devices

0% 10% 20% 30% 40% 50% 60% 70% 80% 90% 100% Others:
Not Applicable W 3% v' Comparison of analysis data obtained
Selectivity 87% by original method and new method

Lower Limit of Quantification — 83% v Results of calibration curve and QC
Calibration Curve — 90% Sample dssdy may be assessed in a

Intra-assay Accuracy & Precision 93% bioa na|ytica| study_
Inter-assay Accuracy & Precision 40% v In case of increasing a Weight of

Matrb Effect 3% packing materials: Some validation
Carryover 43% .
' ’ items may be excluded from
Recovery 70% luati
Dilution Reproducibility 13% evaluation.

Processed Sample Stability 57%
Others E 7%

30 valid responses
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U 1"

BIALIE D Z B : Change in pre-treatment procedures
2nd Survey results

How does your company conduct PV for changes in pre-treatment
procedures and for what purpose do you use the data?

3.3% Weight of packing materials in SPE devices

B Conduct in bioanalytical study, for NDA use
13.3% Conduct in validation study, for NDA use

26.7% Conduct in bioanalytical study or
validation study, for NDA use

Verify its validity, not for NDA use
(archive as in-house data)

56.7% B Others

v'The answer will be changed depending on the situation.
“Conduct in bioanalytical study or validation study, for

) NDA use” or “Verify its validity, not for NDA use”
30 valid responses

] 6th JBF Symposium, DG2014-10 hitp.//bioanalysisforum.jp/ 99



BIALIE D Z B : Change in pre-treatment procedures

2nd Survey results

When you conduct PV, which items do you evaluate for changes
in pre-treatment procedures? (Multiple answers allowed)

Wash solvent volume or elution solvent volume for SPE

0% 10% 20% 30% 40% 50% 60% 70% 80% 90% 100%

Not Applicable | 0%
Selectivity 90%

Lower Limit of Quantification — 83%
Calibration Curve — 90%
Intra-assay Accuracy & Precision 90%
Inter-assay Accuracy & Precision F 40%
Matrix Effect — 67%

Carryover F 47%

Recovery 70%
Dilution Reproducibility 13%

Processed Sample Stability 57%
Others ; 3%

30 valid responses

Others:

v In case of increasing a wash solvent
volume or decreasing an elution
solvent volume: : Some validation
items may be excluded from
evaluation.

v Results of calibration curve and QC
sample assay may be assessed in a
bioanalytical study.
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U 1"

BIALIE D Z B : Change in pre-treatment procedures
2nd Survey results

How does your company conduct PV for changes in pre-treatment
procedures and for what purpose do you use the data?

3.39% Wash solvent volume or elution solvent volume for SPE

B Conduct in bioanalytical study, for NDA use
6.7%
Conduct in validation study, for NDA use

26.7% Conduct in bioanalytical study or
validation study, for NDA use

Verify its validity, not for NDA use
(archive as in-house data)

63.3% B Others

v'The answer will be changed depending on the situation.
“Conduct in bioanalytical study or validation study, for
NDA use” or “Verify its validity, not for NDA use”

30 valid responses
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BIALIE D Z B : Change in pre-treatment procedures

2nd Survey results

When you conduct PV, which items do you evaluate for changes

in pre-treatment procedures? (Multiple answers allowed)

Organic solvent volume for LLE

0% 10% 20% 30% 40% 50% 60% 70% 80% 90% 100%

Not Applicable 3%
Selectivity — 90%

Lower Limit of Quantification — 83%

Calibration Curve 90%

Intra-assay Accuracy & Precision — 87%

Inter-assay Accuracy & Precision 40%
Matrix Effect 67%

Carryover F 47%

Recovery 67%
Dilution Reproducibility 13%

Processed Sample Stability 57%
Others ; 3%

30 valid responses

Others:

v In case of decreasing a solvent volume:
Some validation items may be
excluded from evaluation.

v’ Results of calibration curve and QC
sample assay may be assessed in a
bioanalytical study.
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U 1"

BIALIE D Z B : Change in pre-treatment procedures
2nd Survey results

How does your company conduct PV for changes in pre-treatment
procedures and for what purpose do you use the data?

3.3% Organic solvent volume for LLE

6.7% B Conduct in bioanalytical study, for NDA use

Conduct in validation study, for NDA use

26.7%
Conduct in bioanalytical study or

validation study, for NDA use

Verify its validity, not for NDA use
(archive as in-house data)

B Others

v'The answer will be changed depending on the situation.
“Conduct in bioanalytical study or validation study, for
NDA use” or “Verify its validity, not for NDA use”

63.3%

30 valid responses
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BIALIE D Z B : Change in pre-treatment procedures

DG Recommendation

Weight of packing materials in SPE devices, wash solvent volume or elution
solvent volume for SPE, and organic solvent volume for LLE

ZRE, EETR. RER. BRBRME, Y)Y IXNE. ALERANZER
EXBEHERT D,

Fr)—F—N—HBESNIEEL. EERRADZEZHERET S,
AERBAE = (FMIL-HABRTPVEEREL. HFEMELTT S Z2ERATH LE
*ﬁ:ﬁ?éo

Selectivity, LLOQ, Calibration Curve, Intra-assay Accuracy & Precision, Matrix Effect and
Processed Sample Stability should be evaluated.

If carryover is a concern, Carryover should be additionally evaluated.
PV should be conducted in bioanalytical study or validation study for NDA use.
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LCS{E D ZE : Change in LC conditions

2nd Survey results

When you conduct PV, which items do you evaluate for changes

in LC conditions? (Multiple answers allowed)

Injection volume

0% 10% 20% 30% 40% 50% 60% 70% 80% 90% 100%

Not Applicable 10%

Selectivity 77%
Lower Limit of Quantification 77%
Calibration Curve 87%

Intra-assay Accuracy & Precision — 87%
Inter-assay Accuracy & Precision _ 30%
Matrix Effect — 63%

Carryover 60%

Recovery

Dilution Reproducibility
Processed Sample Stability
Others

30 valid responses
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LCE {4 D ZFE : Change in LC conditions

2nd Survey results

How does your company conduct PV for changes in LC conditions
and for what purpose do you use the data?

3.7%

3.7% Injection volume

B Conduct in bioanalytical study, for NDA use
Conduct in validation study, for NDA use

22.2% Conduct in bioanalytical study or
validation study, for NDA use

Verify its validity, not for NDA use
(archive as in-house data)

B Others

v'The answer will be changed depending on the situation.
“Conduct in bioanalytical study or validation study, for
NDA use” or “Verify its validity, not for NDA use”

70.4%

27 valid responses
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LICEHDER:
Change in LC conditions

AT

DG Recommendation

Injection volume

FAERBDDIFZE.PVIIFREEEZD,
FAEEMDOSBEILZBRE. EETE. REH. BEABRERVUTN)YIRDRE
PVELTEEL., REFEHETHLEHET S,

A smaller injection volume dose not require PV.

Larger injection volume: Selectivity, LLOQ, Calibration Curve, Intra-assay Accuracy &
Precision and Matrix Effect should be evaluated as PV in validation or bioanalytical study,
and its data should be used for NDA.
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LCS{E D ZE : Change in LC conditions

2nd Survey results

When you conduct PV, which items do you evaluate for changes

in LC COﬂditiOﬂS? (Multiple answers allowed)

Gradient condition

0% 10% 20% 30% 40% 50% 60% 70% 80% 90% 100%

Not Applicable | 0%

Selectivity 90% Comments:

Lower Limit of Quantification — 90% v" When gradient conditions are changed,

Calibration Curve — 93%

Intra-assay Accuracy & Precision 100%
Inter-assay Accuracy & Precision 47%
Matrix Effect — 73%
Carryover 73%

Recovery

Dilution Reproducibility
Processed Sample Stability
Others

30 valid responses

PV except stabilities and items related
with sample extract should be
evaluated. However, if the changed
part is after retention times of
analyte(s), PV is not necessary.
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LCE {4 D ZFE : Change in LC conditions

2nd Survey results

How does your company conduct PV for changes in LC conditions
and for what purpose do you use the data?

3.3% Gradient condition

B Conduct in bioanalytical study, for NDA use
Conduct in validation study, for NDA use

26.7% Conduct in bioanalytical study or
validation study, for NDA use

Verify its validity, not for NDA use
(archive as in-house data)

B Others

v'The answer will be changed depending on the situation.
“Conduct in bioanalytical study or validation study, for
NDA use” or “Verify its validity, not for NDA use”

70.0%

30 valid responses
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LICEHDER:
Change in LC conditions

ERE, EETR. RER. BRBRE, Fv)—F—N—RUIMNVIANEZE
PVELTRIEL ., BFEMLETHLEHRT D,
REBRNRKEKELLESICIIAMBREDOEREEZRETT S,

AT

DG Recommendation

Gradient condition

Selectivity, LLOQ, Calibration Curve, Intra-assay Accuracy & Precision, Carryover and
Matrix Effect should be evaluated as PV in validation or bioanalytical study, and its data
should be used for NDA.

Additionally, Inter-assay Accuracy & Precision should be evaluated if retention time varies
widely.
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LCS{E D ZE : Change in LC conditions

Q10-1 § 2" Survey results

When you conduct PV, which items do you evaluate for changes
in LC conditions? (Multiple answers allowed)

Analysis column (e.g. length, i.d., particle size, separation mode)

0% 10% 20% 30% 40% 50% 60% 70% 80% 90% 100%

Not Applicable | 0%
Selectivity 93%

Lower Limit of Quantification — 90% COmmentS -
Calibration Curve JRRRRRRRRR 93% v' When a separation mode is changed,
Intra-assay Accuracy & Precision 100% almost all of validation items may be
Inter-assay Accuracy & Precision ‘_ 47% conducted.
Matrix Effect — 77%

Carryover 70%

Recovery 7%
Dilution Reproducibility 3%
Processed Sample Stability 3%
Others | 0%

30 valid responses
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LCE {4 D ZFE : Change in LC conditions

Q10-2 B 2" Survey results

How does your company conduct PV for changes in LC conditions
and for what purpose do you use the data?

3.3% Analysis column

3.3%_ (e.g. length, i.d., particle size, separation mode)

B Conduct in bioanalytical study, for NDA use

Conduct in validation study, for NDA use

26.7%
Conduct in bioanalytical study or

validation study, for NDA use

Verify its validity, not for NDA use
66.7% (archive as in-house data)

B Others

v'The answer will be changed depending on the situation.
“Conduct in bioanalytical study or validation study, for

) NDA use” or “Verify its validity, not for NDA use”
30 valid responses
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LICEHDER
Change in LC conditions

Analysis column (e.g. length, ID, particle size, separation mode)

DG Recommendation

ZRE, EETR, HRER, BRARME., Fr)—F—N—RUIMNVIAHE
ZPVELTRHIEL ., REEEMETHLEHRT S,
SEE—FAZEDLLIERICIIEMBREDORRZRTT S,

Selectivity, LLOQ, Calibration Curve, Intra-assay Accuracy & Precision, Carryover and Matrix
Effect should be evaluated as PV in validation or bioanalytical study, and its data should be
used for NDA.

Additionally, Inter-assay Accuracy & Precision should be evaluated in case of change in
separation mode.
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Q11-1 § 2" Survey results

When you conduct PV, which items do you evaluate for changes

LCS{E D ZE : Change in LC conditions

in LC conditions? (Multiple answers allowed)

Flow rate

Not Applicable

Selectivity

Lower Limit of Quantification
Calibration Curve

Intra-assay Accuracy & Precision
Inter-assay Accuracy & Precision
Matrix Effect

Carryover

Recovery

Dilution Reproducibility
Processed Sample Stability
Others

=

0% 10% 20% 30% 40% 50% 60% 70% 80% 90% 100%

0%

83%
83%

—
— 93%

97%
‘_ 40%
— 70%

63%

30 valid responses

6t JBF Symposium, DG2014-10
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LCE {4 D ZFE : Change in LC conditions

Q11-2 B 2" Survey results

How does your company conduct PV for changes in LC conditions
and for what purpose do you use the data?

3.3% Flow rate

B Conduct in bioanalytical study, for NDA use

Conduct in validation study, for NDA use

26.7% Conduct in bioanalytical study or

validation study, for NDA use

Verify its validity, not for NDA use
70.0% (archive as in-house data)

B Others

v'The answer will be changed depending on the situation.
“Conduct in bioanalytical study or validation study, for
NDA use” or “Verify its validity, not for NDA use”

30 valid responses
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LICEHDER:
Change in LC conditions

ZRE, EETR. RERRUBRABREZPVELTRREL., FRFEMET I LR
HEI D,
SEENI—UDNERTHIEEICEINIVIRAMRBBEICIHCTERET 5.

AT

DG Recommendation

Flow rate

Selectivity, LLOQ, Calibration Curve and Intra-assay Accuracy & Precision should be
evaluated as PV in validation or bioanalytical study, and its data should be used for NDA.
Additionally, Matrix Effect should be evaluated in case where chromatographic patterns
change.
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LCS{E D ZE : Change in LC conditions

Q12-1 § 2" Survey results

When you conduct PV, which items do you evaluate for changes

in LC conditions? (Multiple answers allowed)

Column temperature

0% 10% 20% 30% 40% 50% 60% 70% 80% 90% 100%

Not Applicable 7%
Selectivity 83%

Lower Limit of Quantification — 80%

Calibration Curve 90%

Intra-assay Accuracy & Precision 93%
Inter-assay Accuracy & Precision 27%

Matrix Effect — 60%

Carryover 47%

Recovery

Dilution Reproducibility
Processed Sample Stability
Others

30 valid responses
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LCE {4 D ZFE : Change in LC conditions

Q12-2 Q 2" Survey results

How does your company conduct PV for changes in LC conditions
and for what purpose do you use the data?

3.6% Column temperature

B Conduct in bioanalytical study, for NDA use
Conduct in validation study, for NDA use

28.6% Conduct in bioanalytical study or
validation study, for NDA use

Verify its validity, not for NDA use
(archive as in-house data)

B Others

v'The answer will be changed depending on the situation.
“Conduct in bioanalytical study or validation study, for
NDA use” or “Verify its validity, not for NDA use”

67.9%

28 valid responses
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LICEHDER:
Change in LC conditions

ZRE, EETR. RER. BRBRE, £ )—F—N\RUIMNVIAHRE
PVELTRIEL ., RFEMETHLEHRET D,

DG Recommendation

Column temperature

Selectivity, LLOQ, Calibration Curve, Intra-assay Accuracy & Precision, Carryover and

Matrix Effect should be evaluated as PV in validation or bioanalytical study, and its data
should be used for NDA.
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LCS{E D ZE : Change in LC conditions

Q13-1 § 2" Survey results

When you conduct PV, which items do you evaluate for changes
in LC COﬂditiOﬂS? (Multiple answers allowed)

Needle wash solvent

0% 10% 20% 30% 40% 50% 60% 70% 80% 90% 100%

Not Applicable 13%

Selectivity 43%
Lower Limit of Quantification 47%

Calibration Curve _ 47% Others .

Intra-assay Accuracy & Precision 43% v PV may not be performed depending
Inter-assay Accuracy & Precision 10% on impacts Of the changes. (3)
Matrix Effect 3%

Carryover 80%

Recovery

Dilution Reproducibility
Processed Sample Stability
Others

30 valid responses

‘ 6th JBF Symposium, DG2014-10 http.//bioanalysisforum.jp/ 120



LCE {4 D ZFE : Change in LC conditions

Q13-2 B 2" Survey results

How does your company conduct PV for changes in LC conditions
and for what purpose do you use the data?

3.7%  3.7% Needle wash solvent

B Conduct in bioanalytical study, for NDA use
14.8% Conduct in validation study, for NDA use

Conduct in bioanalytical study or
validation study, for NDA use

25.9%

Verify its validity, not for NDA use
(archive as in-house data)

B Others

v'The answer will be changed depending on the situation.
“Conduct in bioanalytical study or validation study, for
NDA use” or “Verify its validity, not for NDA use”

51.9%

27 valid responses
[ 6th JBF Symposium, DG2014-10 http.//bioanalysisforum.jp/ 121



a0 dll AT

LICEHDER:
Change in LC conditions

DG Recommendation

Needle wash solvent

PVIEFRELEZ D,

ZUMOERELTEY)—F—N\EERETHLEHRT S,
LCDAN=_XLIZE>TREHRRUVBANBEELERT 5 CGEFENE—IRRICHE
#5Z256811E),

PV is not necessary.

Carryover should be evaluated as Verification of its validity .

Additionally, Calibration Curve and Intra-assay Accuracy & Precision should be evaluated
as PV, depending on the mechanism of LC (in case where wash solvent influences peak

shape).
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LCS{E D ZE : Change in LC conditions

Q14-1 Q 2" Survey results

When you conduct PV, which items do you evaluate for changes
in LC conditions? (Multiple answers allowed)

Duration time (valve switching time)

0% 10% 20% 30% 40% 50% 60% 70% 80% 90% 100%

Not Applicable l 53%
Selectivity 37%

Lower Limit of Quantification 27%

Calibration Curve _ 40%

Intra-assay Accuracy & Precision 33%

Comments:

v In case of prolongation of the time:
Some verification of its validity might
be needed.

v In case of shortening of the time:

PV may not be conducted.

Inter-assay Accuracy & Precision
Matrix Effect

Carryover

Recovery

Dilution Reproducibility

Processed Sample Stability
Others

=

0%

0%
0%

0%

30 valid responses
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LCE {4 D ZFE : Change in LC conditions

Q14-2 Q 2" Survey results

How does your company conduct PV for changes in LC conditions
and for what purpose do you use the data?

6.7% Duration time (valve switching time)

B Conduct in bioanalytical study, for NDA use
20.0% Conduct in validation study, for NDA use

Conduct in bioanalytical study or
validation study, for NDA use

26.7%

Verify its validity, not for NDA use
(archive as in-house data)

B Others

v'The answer will be changed depending on the situation.
“Conduct in bioanalytical study or validation study, for
NDA use” or “Verify its validity, not for NDA use”

46.7%

15 valid responses
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Q15-1 § 2" Survey results

LCS{E D ZE : Change in LC conditions

When you conduct PV, which items do you evaluate for changes

in LC COﬂditiOﬂS? (Multiple answers allowed)

Run time

0% 10% 20% 30% 40% 50% 60% 70% 80% 90% 100%

47%

Not Applicable |

Selectivity

43%

Lower Limit of Quantification

33%

Calibration Curve F 43%

Intra-assay Accuracy & Precision
Inter-assay Accuracy & Precision
Matrix Effect

Carryover

Recovery

Dilution Reproducibility
Processed Sample Stability
Others

=

40%

0%
0%

0%

0%

30 valid responses

Comments:

v' In case of shortening of the time:
Matrix effect may be evaluated.

v" In case of prolongation of the time:
Impact might be small.
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LCE {4 D ZFE : Change in LC conditions

Q15-2 B 2" Survey results

How does your company conduct PV for changes in LC conditions
and for what purpose do you use the data?

5.9% Run time

B Conduct in bioanalytical study, for NDA use

23.5% Conduct in validation study, for NDA use

17.6% Conduct in bioanalytical study or

validation study, for NDA use

Verify its validity, not for NDA use
(archive as in-house data)

B Others

v'The answer will be changed depending on the situation.
“Conduct in bioanalytical study or validation study, for
NDA use” or “Verify its validity, not for NDA use”

52.9%

17 valid responses
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DG Recommendation LCEHENDER

Change in LC conditions

Duration time (valve switching time)

PVIEITRELEEZ D, ZEEHEDAITI,

PV is not necessary.
Its validity should be verified.

Run time

HFFRERDZESGEIPVIIFELSZ AL, ZEERERDHI1TI.

PV is not necessary in case of prolongation of washing time, etc.
Its validity should be verified.
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MSZE{4E D ZEE : Change in MS conditions

Q16-1 § 2" Survey results

When you conduct PV, which items do you evaluate for changes

in MS conditions? (Multiple answers allowed)

Monitoring ion

0% 10% 20% 30% 40% 50% 60% 70% 80% 90% 100%

Not Applicable | 0%

Selectivity 97%
Lower Limit of Quantification — 93%
Calibration Curve 100%
Intra-assay Accuracy & Precision 100%
Inter-assay Accuracy & Precision — 63%
Matrix Effect — 73%
Carryover 50%

Recovery

Dilution Reproducibility
Processed Sample Stability
Others

30 valid responses

‘ 6t JBF Symposium, DG2014-10

Others:

v Full validation is necessary. (2)
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MSZE{4E D ZEE : Change in MS conditions

Q16-2 B 2" Survey results

How does your company conduct PV for changes in MS conditions
and for what purpose do you use the data?

3.3% 3.39% Monitoring ion

3.3%\
B Conduct in bioanalytical study, for NDA use

Conduct in validation study, for NDA use

23.3% o ]
Conduct in bioanalytical study or

validation study, for NDA use

Verify its validity, not for NDA use
(archive as in-house data)

B Others

v'The answer will be changed depending on the situation.
“Conduct in bioanalytical study or validation study, for
NDA use” or “Verify its validity, not for NDA use”

66.7%

30 valid responses
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DG Recommendation MSEHDZEE:

Change in MS conditions

Monitoring ion

ERE, EETR. RELK. BRBFRE, Y)Yy IR EPvELTEREL.
HEEHETHLTHRETD,

QUIAVEBDIBEIITN)YIRIRBRDELA,

Q3 (FOAFORAV) EBDOESIIFELEERS.

WHEIZIHLT,. REE. AIRERUVFRZLYELUNDETHDIEEEZPVELTERT S,

Selectivity, LLOQ, Calibration Curve, Intra-assay Accuracy & Precision and Matrix Effect
should be evaluated as PV, and its data should be used for NDA.

In the case of change in Q1 ion, Matrix Effect should be evaluated.

In the case of change in Q3 (product) ion, PV is not necessary.

As necessary, all parameters except Stability, Recovery and Dilution Reproducibility should be
evaluated as PV.
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MSZE{4E D ZEE : Change in MS conditions

Q17-1 § 2" Survey results

When you conduct PV, which items do you evaluate for changes
in MS COﬂditiOﬂS? (Multiple answers allowed)

Collision energy (CE)

0% 10% 20% 30% 40% 50% 60% 70% 80% 90% 100%

Not Applicable 23%

Selectivity 67%
Lower Limit of Quantification — 67%
Calibration Curve 73%
Intra-assay Accuracy & Precision 70%

Inter-assay Accuracy & Precision P 33%

Matrix Effect

43%

Others:
v Only confirm variation of the
sensitivity.

Carryover

Recovery

Dilution Reproducibility
Processed Sample Stability
Others

30 valid responses
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MSZE{4E D ZEE : Change in MS conditions

Q17-2 B 2" Survey results

How does your company conduct PV for changes in MS conditions
and for what purpose do you use the data?

4.5% 4.5% Collision energy (CE)

B Conduct in bioanalytical study, for NDA use

Conduct in validation study, for NDA use
22.7%

Conduct in bioanalytical study or
validation study, for NDA use

Verify its validity, not for NDA use
50.0% (archive as in-house data)

Bl Others

v'The answer will be changed depending on the situation.
“Conduct in bioanalytical study or validation study, for
22 valid responses NDA use” or “Verify its validity, not for NDA use”
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MSZE{4E D ZEE : Change in MS conditions

Q18-1 B 2" Survey results

When you conduct PV, which items do you evaluate for changes
in MS COﬂditiOﬂS? (Multiple answers allowed)

Voltage values except for CE
(e.g. DP: declustering potential, CXP: collision cell exit potential)

0% 10% 20% 30% 40% 50% 60% 70% 80% 90% 100%

Not Applicable I 47%

Selectivity 47%
Lower Limit of Quantification 47%

Calibration Curve ‘— 53%

Intra-assay Accuracy & Precision 50% Others .
Inter-assay Accuracy & Precision ; 17% v On|y confirm variation of the

Matrix Effect 30% sensitivity.

Carryover

Recovery

Dilution Reproducibility
Processed Sample Stability
Others

30 valid responses
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MSZE{4E D ZEE : Change in MS conditions

Q18-2 B 2" Survey results

How does your company conduct PV for changes in MS conditions

and for what purpose do you use the data?

6.3% 6.3% Voltage values except for CE
(e.g. DP: declustering potential,
CXP: collision cell exit potential)

B Conduct in bioanalytical study, for NDA use

25.0% Conduct in validation study, for NDA use
. 0

Conduct in bioanalytical study or
validation study, for NDA use

37.5% Verify its validity, not for NDA use
(archive as in-house data)

Il Others
v'The answer will be changed depending on the situation.
16 valid responses “Conduct in bioanalytical study or validation study, for
NDA use” or “Verify its validity, not for NDA use”
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DG Recommendation MSEHDZEE:

Change in MS conditions

Collision energy (CE)

BERBEOHEREREDMEDSTDIEZE. BIRME. EETR. R=2H. BRBRMEERE
L. A IN\DRT—RELTRET S,

In the case of correction between instruments, Selectivity, LLOQ, Calibration Curve and

Intra-assay Accuracy & Precision should be evaluated, and its data should be archived as
in-house data.

Voltage values except for CE
(e.g. DP: declustering potential, CXP: collision cell exit potential)

PVRELEZD, ZUMHEZRDAITO,

PV is not necessary.
Its validity (Calibration Curve) should be verified.
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MSZE{4E D ZEE : Change in MS conditions

Q19-1 § 2" Survey results

When you conduct PV, which items do you evaluate for changes
in MS COﬂditiOﬂS? (Multiple answers allowed)

Detector (CEM: channel electron multiplier)

0% 10% 20% 30% 40% 50% 60% 70% 80% 90% 100%

Not Applicable I 60%
Selectivity 33%

Lower Limit of Quantification P 33%
Calibration Curve F 40%

Intra-assay Accuracy & Precision 33% Oth ers:

v Only confirm variation of the
sensitivity.

Inter-assay Accuracy & Precision
Matrix Effect

Carryover

Recovery

Dilution Reproducibility
Processed Sample Stability
Others

30 valid responses
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MSZE{4E D ZEE : Change in MS conditions

Q19-2 B 2" Survey results

How does your company conduct PV for changes in MS conditions
and for what purpose do you use the data?
8.3%

Detector
(CEM: channel electron multiplier)

B Conduct in bioanalytical study, for NDA use

Conduct in validation study, for NDA use

Conduct in bioanalytical study or
validation study, for NDA use

41.7% Verify its validity, not for NDA use
(archive as in-house data)

I Others

v'The answer will be changed depending on the situation.
_ “Conduct in bioanalytical study or validation study, for
12 valid responses NDA use” or “Verify its validity, not for NDA use”
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Q20-1 B 2" Survey results

MSZE{4E D ZEE : Change in MS conditions

When you conduct PV, which items do you evaluate for changes
in MS COﬂditiOﬂS? (Multiple answers allowed)

lon spray voltage

0% 10% 20% 30% 40% 50% 60% 70% 80% 90% 100%

Not Applicable I

30%

Selectivity

53%

Lower Limit of Quantification — 60%
Calibration Curve — 70%

assay Accuracy & Precision 63% Others:
assay Accuracy & Precision ; 23% 4 Only confirm variation of the

Intra-

Inter-

=

Matrix Effect

Carryover

Recovery

Dilution Reproducibility
Processed Sample Stability
Others

33% sensitivity.

30 valid responses
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MSZE{4E D ZEE : Change in MS conditions

Q20-2 B 2" Survey results

How does your company conduct PV for changes in MS conditions
and for what purpose do you use the data?

4.3% 4.3% lon spray voltage

B Conduct in bioanalytical study, for NDA use

Conduct in validation study, for NDA use

0,
17.4% Conduct in bioanalytical study or

validation study, for NDA use

30.4%

Verify its validity, not for NDA use
(archive as in-house data)

B Others

v'The answer will be changed depending on the situation.
“Conduct in bioanalytical study or validation study, for
NDA use” or “Verify its validity, not for NDA use”

43.5%

23 valid responses
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DG Recommendation MSEHDZEE:

Change in MS conditions

Detector (CEM: channel electron multiplier)

PVRRLEEZZ D, ZEEHERBDH1TI,

PV is not necessary.
Its validity (Calibration Curve) should be verified.

lon spray voltage

PVRELEZD, ZUMHEZRDAITO,

PV is not necessary.
Its validity (Calibration Curve) should be verified.
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MSZE{4E D ZEE : Change in MS conditions

Q21-1 § 2" Survey results

When you conduct PV, which items do you evaluate for changes

in MS COﬂditiOﬂS? (Multiple answers allowed)

lon source temperature

0% 10% 20% 30% 40% 50% 60% 70% 80% 90% 100%

Not Applicable 23%

Selectivity 57%

Lower Limit of Quantification — 67%
Calibration Curve — 77%

Intra-assay Accuracy & Precision 70% Others:
Inter-assay Accuracy & Precision ; 20% v Only confirm variation of the

Matrix Effect 30% sensitivity.

Carryover

Recovery

Dilution Reproducibility
Processed Sample Stability
Others

30 valid responses
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MSZE{4E D ZEE : Change in MS conditions

Q21-2 B 2" Survey results

How does your company conduct PV for changes in MS conditions
and for what purpose do you use the data?

0,
4.3% 4-3% lon source temperature

B Conduct in bioanalytical study, for NDA use

Conduct in validation study, for NDA use

17.4% o .
Conduct in bioanalytical study or

26.1% validation study, for NDA use

Verify its validity, not for NDA use
(archive as in-house data)

47.8% B Others

v'The answer will be changed depending on the situation.
“Conduct in bioanalytical study or validation study, for
NDA use” or “Verify its validity, not for NDA use”
23 valid responses
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DG Recommendation MSEHDZEE:

Change in MS conditions

lon source temperature

ZRE, EETR. RER. BENBRUZRET S LZHET D,
L. RREDMHERELGL, REFERZITOOHTHELY,
T—REAVNDAT—EELTRET S,

Selectivity, LLOQ, Calibration Curve and Intra-assay Accuracy & Precision should be
evaluated.

However, in the case of correction between instruments, PV is not necessary and its validity
(Calibration Curve) should be verified.

Its data should be archived as in-house data.
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Q22-1 B 2" Survey results

MSZE{4E D ZEE : Change in MS conditions

When you conduct PV, which items do you evaluate for changes

in MS COﬂditiOﬂS? (Multiple answers allowed)

Gas pressure

0%

l

10% 20% 30% 40% 50% 60% 70% 80% 90% 100%

] 1 1 ] 1 1 ] 1 1 J

Not Applicable

40%

Selectivity

50%

Lower Limit of Quantification

53%

Calibration Curve — 60%

Intra-assay Accuracy & Precision
Inter-assay Accuracy & Precision
Matrix Effect

Carryover

Recovery

Dilution Reproducibility
Processed Sample Stability
Others

=

53% Others:
v Only confirm variation of the
sensitivity.

30 valid responses
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MSZE{4E D ZEE : Change in MS conditions

Q22-2 B 2" Survey results

How does your company conduct PV for changes in MS conditions
and for what purpose do you use the data?

5.6% 5.6% Gas pressure

B Conduct in bioanalytical study, for NDA use
Conduct in validation study, for NDA use

22.2% Conduct in bioanalytical study or
validation study, for NDA use

22.2%

Verify its validity, not for NDA use
(archive as in-house data)

B Others

v'The answer will be changed depending on the situation.
“Conduct in bioanalytical study or validation study, for
NDA use” or “Verify its validity, not for NDA use”

44.4%

18 valid responses
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DG Recommendation MSEHDZEE:

Change in MS conditions

Gas pressure

REOEBICHHIOLHEE . ERE,. EETR. RER. HABRMEZPVELTERL.
REEMETHLTHET D,
HERRZDHEDE S, PVAEELL, ZEEREEDH1T,

In the case of variation of sensitivity,

Selectivity, LLOQ, Calibration Curve and Intra-assay Accuracy & Precision should be evaluated
as PV, and its data should be used for NDA.

In the case of correction between instruments, PV is not necessary, and its validity
(Calibration Curve) should be verified.
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Q23-1 § 2" Survey results

MSZE{4E D ZEE : Change in MS conditions

When you conduct PV, which items do you evaluate for changes
in MS COﬂditiOﬂS? (Multiple answers allowed)

Resolution

0% 10% 20% 30% 40% 50% 60% 70% 80% 90% 100%

Not Applicable
Selectivity

Lower Limit of Quantification

Intra-

Inter-

=

Calibration Curve
assay Accuracy & Precision
assay Accuracy & Precision

Matrix Effect

Carryover

Recovery

Dilution Reproducibility
Processed Sample Stability
Others

27%

57%
60%

_
— 70%

67% Others:
23% v" Only confirm variation of the

30% .
sensitivity.

30 valid responses
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MSZE{4E D ZEE : Change in MS conditions

Q23-2 B 2" Survey results

How does your company conduct PV for changes in MS conditions
and for what purpose do you use the data?

4.8% 4.8% Resolution

B Conduct in bioanalytical study, for NDA use

Conduct in validation study, for NDA use

19.0%
33.3% C0|.1du<.:t in bioanalytical study or
validation study, for NDA use
Verify its validity, not for NDA use
(archive as in-house data)
38.1%

B Others

v'The answer will be changed depending on the situation.
“Conduct in bioanalytical study or validation study, for
21 valid responses NDA use” or “Verify its validity, not for NDA use”
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DG Recommendation MSEHDZEE:

Change in MS conditions

Resolution

BRI, EETR., RER. BRBRMEZPVELTERL. BFEENETSHLTHET S,
BEICIHECT, MY IZAMER, T, AREBERVARZLAELUNDETOEHZPVEL
TERET B,

Selectivity, LLOQ, Calibration Curve and Intra-assay Accuracy & Precision should be evaluated
as PV, and its data should be used for NDA.

As necessary, all parameters except Matrix Effect, Stability, Recovery and Dilution
Reproducibility should be evaluated.
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BEFT AR M ZEE : Change in analytical methods

Q24-1 Q 2" Survey results

When analysis methods (e.g. peak integration method, regression
method of calibration) are changed, do you conduct PV?

And what do you confirm?

30 valid responses

v" When a regression method of calibration is changed,

PV is conducted. (9)

(Selectivity (1), LLOQ (2), Calibration Curve (7),
Intra-assay (4) and Inter-assay (2))

When a peak integration method is changed,
no PV is conducted. (4)

PV is conducted. (5)
(Selectivity (1), LLOQ (1), Calibration Curve (3),
Intra-assay (5) and Inter-assay (1))

Results of an original validation are analyzed by the
new method. (3)

Although no PV is conducted, the reason why the
method was changed is described on raw data. (1)
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BEHT A YF MZEE : Change in analytical methods

Q24-2 B 2" Survey results

How does your company conduct PV for changes in analysis
methods and for what purpose do you use the data?

5.3% 5.3%
B Conduct in bioanalytical study, for NDA use

Conduct in validation study, for NDA use

Conduct in bioanalytical study or

15.8%
° validation study, for NDA use

Verify its validity, not for NDA use
(archive as in-house data)

B Others

63.2% v'Weighting: Couduct in bioanalytical study,
for NDA use
Peak integration parameter:
Chromatograms before and after changed

- are archived.
19 valid responses
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BEHT A yF MZEE : Change in analysis methods

DG Recommendation

Peak integration D FHLEB(CHEWTIEL, PVIEFELEZ D,

HE Y PeakEREE M-8, peak integration LR T B LIERH Y TH D,
BEAFITORGEAZEEELIGEIEPVEERET D,

BRFEOT—2E LI =ICM@BLI-T—22EB LA A TRMTLEMT 5,
REHR. BNERY. BREREZFHETSSENEELLY,
BIEREBRANE I IILI-FHERTPVEREL, BFEERELTT—EEEAT D,

When a peak integration method is changed, PV is not necessary.

Peak integration parameters should be optimized for adequate peak processing.

When a regression method of calibration is changed, PV should be conducted in
bioanalytical study or validation study for NDA use..

Selectivity, Calibration Curve, Intra-assay Accuracy & Precision, and Inter-assay Accuracy &
Precision should be evaluated.

PV is conducted by using previous or new data.
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BENTY I 7 MDZEFE : Change in analysis software

Q25-1 B 2" Survey results

When an analysis software is amended (ex. upgrade of the
software), do you conduct PV? And what do you confirm?

v' CSV is performed. (4)

v’ Results of an original validation are analyzed by
the new software. (3)

No
73.3%

v' PV is conducted. (Intra-assay) (2)

v A certificate is obtained from a manufacturer. (1)

30 valid responses
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BENTY I 7 MDZEFE : Change in analysis software

Q25-2 B 2" Survey results

How does your company conduct PV for changes in analysis
software and for what purpose do you use the data?

B Conduct in bioanalytical study, for NDA use
Conduct in validation study, for NDA use

37.5% 37.5% Conduct in bioanalytical study or
validation study, for NDA use

Verify its validity, not for NDA use
(archive as in-house data)

25.0% B Others

8 valid responses
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BENTY I 7 MDZEFE : Change in analysis software

DG Recommendation

PVIETRETHAH., CSVEEBL TS ENDBETH D,
CSVIZA U INDRT—RELTRET S,

PV is not necessary but CSV data should be obtained and archived as in-house data.
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