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BRI O G BAARBRICA W D OHTEIC DWW T OB EFH (R)

LER

RAERNY (LU, W e OpmBUsIE, EE, MHEA, #EEX, M, ER,
G, MERRERER, MIEERER, EEIBICK VMR END. o HEEEREITO £ X, TNZED
' E MO RVEOMRZ BN E LT BRE 7o & &, BEL TS 20z Lo oriks A
WRITHIE R 720, Thebh, loBERBREEm L L9 T 25F1E, Ykimmicxt LT
WYIC, HoNRBEROZYMENHER INTZO0MMEEZRBRICHNZVERSH L. AfEL T
LR RN, BEROWER, WM E LTHERL LD &3 285 Rk, ®AD) ofFIE, %
2k, FHER, FEAEEEC LY RBEICER D, BRI CTORERN, Zomommiic
o LAabE, +olcfRInTWRIFiuI2 o,

2. R

AEEFEIZ, BN OB E IR0 B SOIEZ ZRET 5 AR TR BB R Z =T 5H6,
B AR IS TE EA T T2 AT 2 R oy MRS SR S IR 23 8 IS S T 2 o 1
BOWERZRETDHEEMGRLE L TND.

3. &
FRXMGOHEITBNT, YRR O BEIZOWTERZER L LD &5 & X,
FHIE L CARBEFHEICE S OWIENY T =2 a V&7, EfiEDORMEICTBNT, ZOk
REUTD D) ~DIZHEL, TN A EICE & OTERZER L2 7z 5720,

1) AR BUE ST oy Bk 22

BEICR B N REN T DAL, T OB Z 7T,

WP OFTHFEE TR RS E 2 B5E T 256, BAMIRINAEEIZH 7T 5 5k
IR E I E LRI AEEIZIWE SN TV A BBOWIERZIERT 5L, HLLIE
BN TE E I S TV D RBRIEUS O 5 8TiEZ2 WV CGRE T 2855 8121%, BRI
WA TEE I S AVTO DM OEI DR B 2 5312, BB E 2B L TR

2) AT

O FRAERREBRIZ W T2 B O e, R &R

7B, BMBIAEZIIE I TV D — i BREL W2 551%, £OFE L, o
EOBEE 280 LT Xu.

a) WeEsBRER

b) B

c) Ek

d) Zofth

3)  AREBARER M OVOHTIENY T—a VRER

R FUR BB DR & 2212, BB WO EDO AR F—3 g U R AR

a) WesBFER

b) B

c) Ek

d) Zofth

4)  Zoft, &, SEHRE

a) FERER

b) R

c) Ek

d) Zofth
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37
38
39
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43
44
45

4. BEZEIE
L. IO RS G ZERE T D RBRIE DO HTIEANY T — 3

WINY OFEIEIIMEITS UT, A 2o WEEZRWA Z ENTE D, ShiEANY 7 —
a >l I ORBIEIZH D 08ER, SiiEEERT2ERICEHR L TWD I &, T
bbb, SITEORENRKNTE L L2RBOHEDIRY OERNHTRTCELRETHLZ L&
BHENCNRET D 2 & THD. DHNEDREN T A OGHTEE T A=z ERIND. #F
T DNEDSHTEENT A —2 0, SEBRIEOBIER E 2RI L TRET A EEEZ W LTV
HTERFHFETHILITKY, SITEORSEMEERT I ENTES.

1-1. HEEDOIERL

REBEICERET D OWEOFELO R RHH, TOOEL VRO DGR, mosiriks
el U7e & & ORI, SWTEOBREDOMEN, SEAY T =2 a v OERNR S 2T 5.
IMEEWIET 2 5A1201%, BEFEOOHEOMBE R K O ICR_RET D2 oMkl 17256 &
NAHFLELFEHEHT D,

1-2. WL Z 3 & EHERR

W DR B ORBIEIER L XL 5 LT 00iEE ELFHMIicx s Lo, /2, B
SEMNBREIT-> CGIHMETE 5 X 012, RBRIEmICONIEDEMET#HT 5.

SHTEIZIE, Ao BARN 7 FIE, EAEFE oL, 3 - ok, ¥WEFE, o
Mo AT7 ARIELAEBIL CWD Z EERFET 2 HiE W 21E, 7a~ 7T 7 4 —ZBF 5%
B R OREE) ,, AR ZEL O OXEERIBENEG END. iz, BRI ATEE
ICHE SN TR WEEE IR EZ AW D551, 2OV THRRER 2 HVTRERIC
FLE TS, oNTORENEL Ze b E R ARERE S, R, EHELEZHET 2L EICE, TOWEOY
BRI, ARSI P e R 2 B G 2N L, RBEZ LT 5.

(G ]

RETHRRE - ERR A T=LayBF o7 F ) D ANORELA 7 T =)L a
INT B TE

BT 300  HPLC/UWV IC L D47 T =L anJ BOEE
HERyE, BURE  MERER BEA 7 T=1a T 0.8%LTF

AIKI0. 1 g ZREBICEY, AX 7 —n20nl Mz, 18HFHLLERE 9345, w855 3000
[Bl#5C 5 syfhm Doy BE L, BV 10ml 2 1EREICE Y, BIE T, 40°CTHIE L, KEMZ TR
MLUTEMIZSnL &L, BikET5. B, 477 =/La s BEKYK 20mg 2B ICE
0, KER{LA Y T AR (7—1250) 10mL %1%, 80°CT 3EFMIMET 5. Wk, UV &
(1—200) 8mL Mz, FIZKEMZ TEMIZ20mL &35, ZOWK 20l & EMEICEY, K
Nz T20mL &9°%. ZDK1nl, 2mL, 5mL KON 10mL Z1IEMEICEY, KZEMMZ CTIEMEIC
20ml & U, MR E T 5. MIRM OEERAZ T2 200l o8&V, IROBIESMECTHRIKY
O~ h757 4 —%4T9. BUEROL 7 T VanyBo SO — 7 HEEHIEL, B—
7 OB E RIS S END AT T =)L a T BRI KEEN S, F 7 T =)L any g
KM DR ER AN T D, BRIKROF 7 T =V ansBEO_>OE—7 OEFHEEZ RO,
REMERHOWTRIRFPOA 7 7= a7 gk & LTORE (ug/ml) ZXRkDH 5. KA
WX VRBIFOBGEF 7 TV anyBOEGEEZRD 5.

AFA 7 T=anyfE (CuHypwO4) OEE (%) =

(BRIRF DA 7 7 =V a7 BRIEEKDIRE (ug/mL) X1.086) /HzgdHaiE U 7= 30RO B B &
(g) X1000

225



46
47
48
49
50
51
52
53
54
55
56
57
58
59
60
61
62
63
64
65
66
67
68
69
70
71
72
73
74
75
76
77
78
79
80
81
82
83
84
85
86
87
88
89
90
91

HBRICHW-RE, &#E, EBFOF#R

B . A2 ) — L (OO#HL, Cat. No. XXX, Lot. XXX)

BH . R— Ly R 1.0 L

IR . HPLC: OO#HHL Le-XXX, faHigs: OO#-H PDA-XXX

BT 5 OO#M X—column (4.6 mm X 25 cm, 5 pym) (FHAK : HPLC 427 # 5 2v U Ak
U )

RE . A7 T = rangigiEky, OOfE, Cat.No. XXX, Lot. YYY

723, UUTORMIZAEST 25 3K2 vz,

T T = any BEKY) CoHisOs [42482-06-4] [HEKA 7 7=/ a7 @]
AL, cis X W trans BA 7 7 =)L a7 FREKY) OIREY T, HE~EAORIKTH .
R KX, &7 7=, a 7Ky (C,HizsO3) 95.0%LL E&2&Te.

JErER n2) = 1.468~1.470

b d®y = 1.025~1.028

ERVE AR 1.5g ZEEICED, 200mL 0= 7 7 232 And. 0.5mol /L E /LR
Uy« A% 7 — VIR 25ml % IEREIZHIIZ T L, 1R AGE L7-1%, @E0E/LFRY %
0.5mol / LIEHE « A X /) — VIR CTHEL, TOWHEELZSnL 32 FEREBANAS
S 7V 7rhzu—RiK) . KEIE KORAHFEGOIIEDLD X LT 5. Rliczeik
BRE1T\VY, 0.5mol,/ LIEHE « A% ) —/IKROMEEA Bl & LT, ®AUTLv, GEEK
5.

F o TF=anyBEKY) (Ci,HisO3) OEHE (%)
(B—S) XO0.1051

= X100
At ORIE (g)

1-3. AL D2 Y2 R E R ER

I D S Bk OFRBIEIC AW SN D IHEN R E R b D TH D Z & 2 RET 2 &4 7R

T.OREENE, OMTHENT A —F Z RO DT OEREIE, R — 2, FHERR K ORERS
Reaie.

FBRIH A CE R 2 RS 5.

1) SEBREHH
IIMHEHE » TRENTABRZAT 5 BROBIEFIE, DITEOZLMEE R T 2720128
BRGFHI 2N TS, 2 2 TGt LI EZBEHIIC I WHBR M Th L T hid 7z b 72w,
R &Y, RBREE, Y MEMERO 7D OREBRORIT R e EOEEELIT - 1256
X, TOFEMEEBZRSRTIER R0,

2) RET—4
At SNTCHRBRPHERICHM T 5 L 01, ARERIRY, Ju~ b T A AT
My T =24, O, TEHEORBROLET =5, HHWVEENCEDL T =2 2T,

3) FHRRER
SEHME, MBS, FRICHVEEREZ TS, SEEREZDPILTIRICELD
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93

94

95

96

97

98

99
100
101
102
103
104
105
106
107
108
109
110
111
112
113
114
115
116
117
118
119
120
121
122
123
124
125
126
127
128
129
130
131
132
133
134
135
136
137

TR

4) BERR
WED T kE R LITHRERREZ DN T RICE LD TR

2. Z3HTRE YT A —% (Validation characteristics)

IHTIED UM% R T T2 OGN 2N A EE 2R SRR 72 AT RE /N T A — Z D EF L #H 5 iE D
Bl % IR,

TIHTRE/ N T A —ZIZBT D HEE L ERIL, STiEZEHT LI EICLIV B D, ATk
5 HEE EERIT, BMEIY OB HWD oHEO BRI T8 70D &
INCEDI LD TH D, FHMliFIEOETIE, SHTRE/NT A —F 23l 5 FiEOIK 2~ L7z,
TIHTRE/ N T A — X ZRET H KX, ZEOFEPREBEINTEY, —BUIZZTANLINT
WHHIETHNE, EOXSRFTEZHONTHONEANAT A= ZRELTHELIZIRD. L
ML, GHTRE/NT A—F OEMREFTIEKFET L2 L0 HLDT, SN T A —27 2R
L2 OFEERFE, FEERT — 2 L OGE LD, ARV LSRR THZENRMLETHD.

EfdPE  (Robustness) &,  HTIEANY T —3 a  THRETT 2 0MHE/NT A —X IZIXE&FE N
TRV, HTIED BB CEMEME A fRET T D Z LIk, ik EdE L, mibERE o
EOGTEHE I EFHIIKMEIE L LN TES.

2-1. BEJ¥ (Accuracy,/ Trueness)
2-1-1. TF%

HELX, SWETHEONDHIEMDORY OREDZ LT, BEOfE & HIEEORTE & D%
TRIND.

2-1-2. FHMi 515

OYMTIED B OHEEEI, ENHBEE ISMEIBE 2RO 5 L X 2B LR 5 EHED
WP EEDEEDEE LTEIND. TEHARE, SRS, EEROREHEUIAE SN
HExEDMEET 5.

T, FEMEOBWOITETH D Z L 2RTZEI2L0, OWEDRD 2/ hSWZ & 2
T 5.

BN EEOHREEM & =M (N) HERE O FHE SN D EHEEO@EMN S, BED 95%1F
HEXMAFHE TS, ZOXBN0E2EATWD Z L Z2HRT D0, ULFEXM O ERRE KR OF R
EAGHTEICER SN D BEEOREEDHEOH AN TH H Z & 2R T 5.

2-2. ¥5E (Precision)
2-2-1. E#

FEEE L0, SE AR DB L 72 DR 2 0 ik LooAT LTS B 2 —# O HIEE AT,
HWMNZ—ETHREOCZ L THY, MEMOIE, EERZ IS EERETERIND. I
FEIL, MUK LEMNRERD =ZOD L)L TERIN, TN, JHMTHRE, =ENFBRE R
EMHIEE L VD,

1) POHTHE (Repeatability,/Intra—assay precision) : fFATHEEE & 1%, #RErE, R,
HE, RAKOREOr v N EOSITEtEEZTIC, BERRE» R 2 EK
OB FWIRFRINITEE D I L35 & & (IMTE&M) ORBETH 5.

2) =ZENHBERE (Intermediate precision) : BENHIRFEE LIX, F—RBRENT, kb
F, B AR, EE RALOREOn v N oI ToONNEtEEE 2T,
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138
139
140
141
142
143
144
145
146
147
148
149
150
151
152
153
154
155
156
157
158
159
160
161
162
163
164
165
166
167
168
169
170
171
172
173
174
175
176
177
178
179
180
181
182
183

VYE T2 BR DRI L T2 B OB 2k 0 IR L4 % & & (BNEERME) ORETH
5.

3)  EMFBRE (Reproducibility) : SMHEIEE &1L, MBREZLX T, HWHELRBED
SERI LI OB 248 0K L Totr o L & (EHEHRMT) ORKETH .

2-2-2. FHMh 51k

IXUDIC, WEERNT 20D EOWE 2R B 2 MRS 5. WKW E 2R TH 5.
PIE 7 R EIR SO0 e 213X, FlzE, KREORFIZWE L it s E TREMIE LK
i, XUIRAOEA KRS 2 WE & AHipd D £ TRA Lo, WERRIKE L THWS.

T O ED VAUV OREE & RIRFIZEEE T B 70021, —IohliE e & D K D Zeid X 2 RG]
EOTICEREITO LW, L&, DWEOREEZELIHEET L2012, 07250k
VAR LER, TSRO KIER N ORI =S AR 2D, NUT— ML E D ETDH0WIET, £
HALDFREZRR Y O O EBNERICHOWTHRETT 5. & LV ORE O, R,
SR ZE, 43 ERD 90% B HE XM M OV Z NS kP DAEMER 7= O X 2779, OB gk &
NAKEEDOEEOMEIZH S LabE, oMEEZ8AL T LW E&7R7. @, =M W) H
BURS B DB & o ATEDBRE R ET 5.

2-3. FEEME (Specificity)
2-3-1. T

FeRtE &L, SBHRICHET 2 B2 ONDWEOHFIET T, Sirt4 % EMEICHET 5
RSO & T, HITEOERIRIZRT. Fx OSPENFFREMEICR T 256121%, BIORER
BIZED Iz b TED.

2-3-2. FHM 51k

IMTEZEA T 2BED BBIZIE U T, OEDNHREIC O GM E R TE 52 &, X
XM S OB XOIRE 2 EMEICHIE TE 5 2 L 2MRT 5. R, flE, oirsts
WD I G Teiel, WHIOBLA Ry, FERWEE L XD MREY % & 0 RRIRIZ o 58 % i
U725 OV it i & £ 97, BAIOBLA Ry, BBWEE L XD fRED O % & e
B2 EOGHTREREZ T 22 LICLVFHMETE 5. R OEEERL DG SN2 0IEEITIE,
R Ea8T 25 B2 00588 FlzE, B L LR E2HWD Z 2 TE 5.

2-4. FHFEMR (Detection limit)
2-4-1. EFH

BRI &%, REHZE EN 2 0TS ORI TR R AR O & XITRED Z & THDH. K
HRERTITEETE S LIRS 720,

2-4-2. FHM5E

HEE, BHBRRICI T DIEEE L OEEE OEREN 5%LLT & 7225 L9 IR Z ED
B RHBRRIE, 77 2 7 BB IR BRI T O 3 AT )t G & G Do iRk oo J B A O FE MR 2=
K OWHRAM T OREHROBESMOEHIND. Bl20X, BHEBRE, HEESERSAA L
HRE 2 AL, RS OREROBE X KT 7 > 7 ORI EEOEERZEN S, K
RIZKVRODDHZENTED.

DL=3.3 0/ slope
DL F RS
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184
185
186
187
188
189
190
191
192
193
194
195
196
197
198
199
200
201
202
203
204
205
206
207
208
209
210
211
212
213
214
215
216
217
218
219
220
221
222
223
224
225
226
227
228
229

o 1 7727 B ORIEME DR HER
slope : FR RIS DO R OB

ru~ b 777 4 —=OERICE, WEEOEERAEDRDVIZ )/ A X« LYVERNDZ &
MWTED. IEOKRHRA D HEBROBEMEL W b/hS W & 2T 5.

2-5. TEMRA (Quantitation limit)
2-5-1. T

EERRR &, REHCE EN D0 OEENATRERKIEOE IIBEDZ L TH 5.
TERIRR DS EW % & Bt OREM OREEIL, @6, FHxHERERFZETELT 10%THD.

2-5-2. FH 51k

EERFRIL, 77 v 7 B UL E BRI DM G2 % & do il o0 1 & i DO FE YE(R 74 K
WEERAMHEOBREROBEZ LR B ENS. #lz X, EERAT, BIEESERS /M LE
B A, EERBATEOMREHROE X K OT T > 7 Wl B ORI EMEOERERZEN D, KX
kB Lncx s,

QL=100 / slope
QL : TERRRR

o 77 27 REOREE OAEE 7
slope : TEBFRFAIT OF B O &

yn~ b 777 4 —OEICE, WEEOFEERADRDVIZ /A X - LYVERNWDZ &
NTED. HHEDERRFDPRBROMEMEL D b/hSNWZ & 2R 5.

2-6. EAME (Linearity)
2-6-1. T

ELRRIE & 1F, TR i 0 B SUTIEEE 25 L CEMBERICH 2 EME A 5 2 59k DRE
DZELThsd., ZOkx, VWENRHIL, VxS oR, #ESTHEMEZ EMICER I
THIC X B U7 EE HOTH X,

2-6-2. Rl 5E

BRE) DR D00k EE6TR8BEHEL, DWEICEX5 T2 FIEIZHE-
THEBREZBEVIR LN L, WEMESD. BUFN L OHBRE O EREZ 5. S5
72 6lE, WEMOERRX O OEKEZ ST EYOBEXITREICH LT ey ML, FEOM
MBI SN L 2RSS, @, 5 MEOE BRE) NERREE NS,

2-7. #iH (Range)
2-7-1. EFH%

GINTEANY F—a BT S8 &1L, BURBEMOEELZ X5, xS o TR
KO EROE TR EICEEENTZHIEKDOZ & ThD. HMREDH D 0WIEOSHEIZIL, #E@Y) 7R
KEROEE L2, 72, EEMERER Y SEOSIE O FIRE O ERO® X IXEE ICHE
N-fEO = & Thb.

2-T-2. B 7%
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230
231
232
233
234
235
236
237
238
239
240
241
242
243

244
245
246
247
248
249
250
251
252
253
254
255
256
257
258
259
260
261

W, HTEANY T g CBIT HEIIIE, ARERO R IE T 20%RE TR, FipHo RR
i, T FRAE S OV PH D H A OEDFBHZ DWW T, R, HEKROERMELZ R 5.

3. iTiEAEEH T 2 BRIED 55

AREBIEY, TOHMICE VU TICORTEIICKRELS Z0DX A S IZHETHI LR TES.
KHA T ORBIECHER T 20MMEONY F—2 g 102, @), ERENDGHRE T A —H
ZRIORT. ZHIFRITH Y, FHlSLE R SHTRE ST A — 21X, SHTIEORHER T %
AT 2 ERIED BIIIKF L TED S,

ZAT T fERRER. NI O TR E R E ORHEIZ DN THERE T 5 720 OFER.

A7 11 FEERER. WIS 2 A O &2 JE T 5 7 Ok,

2 AT BRI IO ERS O EEZRIET 57200 E &L,

x WBRO XA T LIRS L EIR HTRE N T A — X

2 A B AT 1 XA 711 2 A7 111
I\ ' ol
ﬂg . R A
B - + - +
K
OIS — + — N
SN E - —k — —x
SR P EUR E - +x% - +%
g Bk + " N N
T HHBR S - — + _
TE B - + _ ~
EARE - + - +
0 - + - +
— EBEHMET D LB TR0,

+ @PEHE T 2 LEZR D D,

k  OIATIE M OVRRBRIE D FEfi S 4L 2R IG UC, SENHBURE UTERBBREED 5 b,
DI LY = OB AT 5. SHTEDANY F— g TR, 8, BREEZFHET 5.

ok RERIEDRNDITIED S G ITIE, BET 2MOSHHEIC L VS 2L b TE 5.

4. AT DA
4-1. W

VAT LHEAMEE L, BMBRICHEAT AU AT AN, YR OBEARE SN L & LRI,
AR AT O OIHEY) 72 HERE T L T\ 5 2 & 2R T 2 720 OERIE LA i IC oW TR
ELZLDOTHS. Thbb, VAT A@EAERER L X, RBREIT O RO AT L0,
WHEBRIEO A ) RBRER 2 522 2 L2 TORIET S, HDH0E, ST AT LDK
ke x B HHICHER T 57D DR TH 5.

VAT KA TEORER T E L O A MY, IO Ry A& ORBRIEO R CIEERET S.
HE STy AT AEATEOME G B N2 SR WIERITE, OO AT AZHWTIT
ST ERBOMELEHA LTI SR, ZOHEIE, HE, EF0NEHROAEESR, SHTHERE
OV HTalEl, BIITRBRE DO SN DT AT 208, 2k E L CEIREBICH S Z
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262
263
264
265
266
267
268
269
270
271
272
273
274
275
276
277
278
279
280
281
282
283
284
285
286
287
288
289
290
291
292
293
294
295
296
297
298
299
300
301
302
303
304
305
306
307

EEMERT D0 ORBR L LA B EYSRBRIEOTICHET A EICL-T, VAT A
ELTEMT D EDBEZFITESINTND.

I DR HIAE DFRBRIEIC U AT ZEAMEDNHE SN b DOITHED 72D, VAT Ll
AVEE, BEEONTEIC L D2 < OBKHBIEICARAIRHEE b tEZDND. 1o T, &
MO HEAREL LD T80, AT LAEAMORELHBFTH5ZENEE L.

4-2. AT KA VERR ERF O EEIH

WINY) D 5y B OFRBIER IR ET RE VAT AEAMEOEB X, RBROBMEHWLR
HUNHEDH A TITRKIEL TWA. £72, VAT AEASMHEORERIL, BHEOIITIRBRTHD
ZEmD, HHTDIONM AT ANENETDMERREIT O OISET ZREEZHERF L T D
T L BTERT HDICHERTER 2RO, RENOEICITZADA L )RR E L TRHRETDHZ &
NEFE L.

Bz, Wik~ 7T 7 4 —=H A a~ 7T 7 4 —% RO MEREBR (Rl o
AR OLAITIE, UTOHAZEIZOWTRET 5.

1) 27 L OMERE (DT R E 2 R SRR L D % 2 & OHERR
2) VAT LOBBNEGR IR LIEAICBT 51T 55 E ORE O
3) M OfERE BREEE L)L TO L AR A DBAENIE FEE O ReiR

BRI AN EED —RBRE RIK7 v~ 777 40— ISR SNV AT MG D
BUE ZAfi7ed 2 FH &2 LI TICRET 5.

4-2-1. FFRREMORE

BRI AEZD R ERE K7 o~ 7T 7 40— OV AT AESYEDOIEIC THY
WUEAOER, 6 HEFEAETDH), £72, [AT2OHBAMEOTFRREMEIL, Yi%kiibk
EOWAZRF LIZBEOT —% LRI L SNAKBEEZEE LT, mURL-LIZERET
L. ] EHEENTHWAZ END, 6 BRI LIEANIBIT DHFAREMEZ Tl 23512
LCRETD. 728, WO BICHRE SNTZRBRIEC X 0 RBR 21T ) 5AI101E, Y%
FR Ay SV HRE SRR EMIZHE S .

1) ERGOEEE(FERSOEENMEIE 100%, HDHWIEZNITIEWVER)
ST AT LW, B O EESEEDOITH S E OFAMICEY 2K E THBE# L T\wb 2
EEMERTE D LVVICRET D, HlzIE, SBHEOEN, WKkra~v NI 74—
EHAWEEEEICBWTEERKE LTRESND Z EDZL U 98.0~102. 0% DA D
912, B TFOEAICIE [1.0%LLT) #HLE L CHEEICHET H.

2)  MERER (R O E &R ER) & OV O o ER
FEHER O v AT Ml AR AR, VAT AFBEORERIC W 2 K O RSy
BEAZZE LT, WUNIRET D, REHEZ AR L, 0.5~1.0% D ERIRE ORI %
LT, A7 LAFBEEORBRICHNDIGAITIE, @], 12.0%L T #H%ZE LT
HENCERET 5.

B, FERROBRX, HAZa~ T 7 4 —0OBAITEA L.

4-2-2. AT LAOFBMORBROE 2% & STITH Y K LIEA DR 2 5+ ik
BRI ATEEZD —RRERE Rk a~ 797 40— OV AT LAWMATEDOHEIZ TH#RY
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308
309
310
311
312
313
314
315
316
317
318
319
320
321
322

323
324
325
326
327
328
329
330
331
332
333
334
335
336
337
338
339
340
341
342
343
344
345
346
347

WK UIFEADEEIL6 FE2FHI 3508, 7o vy MEAZHWDEGASREH T IZEH N E O A
MRIET 2567 L, 1 BIOSHICRERIN 025681201, 6 BHEARF S IZIERZEDO T AT LD
FHHMERHE IS LOICERT RIS X0OFABEELH LS ET S 2ITLy,
DK LIEADOEEZEO LTH LV, | EHESNTVD.

PEORBROE 2% & STITH Y IR LIEADERZH S T 52 TR L.
WVEIRIG AR, Y IRUIEADOERERS L TRETHIENTED. £,

B THRBEREZEZICHEASWTCENTAZ LN TX S,

VAT LOFHMEOREROE 240 K LIEADEELA 6 [H] (n=6) DFRER & [ IO 7- DI,
n=3~5 QR TERTRZIESL X OHFRREMEE FTiDORITR LT,
LIEADEEAZF ST EWD) Z 213, VAT LAOHBMELZHRT S ETO 1 B OERD E L) H
TN ZLETHY, WUIREHR L CH LA NHY T 25 & &bz, HEENEYICHER

BHINDZENIVEBELRD I LICHE

TOMENDD.

THERE LT, VAT ADEE

ZDOHIECEDY,

S 4

i B A

LU G, #0iR

£ VAT LOHBEMORBROE A n=6 ORER L FIE RO DI n=3~5 ORER TiERL

FTARETH DX OFFE R F*

FFAX PR fE (RSD)
n=6 OFERIZHE Sz 1% 2% 3% 4% 5% 10%
X5 E OFFRIREE
EERT n=5 0. 88% 1. 76% 2. 64% 3. 52% 4. 40% 8.81%
ELoED n=4 0. 72% 1. 43% 2. 15% 2. 86% 3. 58% 7.16%
FFAY PR n=3 0. 47% 0. 95% 1. 42% 1. 89% 2.37% 4. 73%

*PEBRT N EVERE DT AT A3V AT LG VOB G T D ER%Z 5% L L7-.

48, SYHT S AT DIEHIGDE 2 I (AT 27 AT O

HAIZIE 5 RBRRE R 2 5 2 5 2 & DRRGE S ViR & o v AT ARV AR A H s T
(2, aEEREBRD AERICER D IRENDGEITIE, VAT AEAMECTHRE S VoG ER AT

LTCWAZ EEMERTIZIV. LLAns, Yizo
I, RBIERCON S AT AL HLEAOEFERMLEL L ARN LRIV ES.
[ERES 4 Y d R NN EC ARV

X, BEEGTEOER OGSO &5 IR ihD

=] )T‘F‘é?

—

s[= M=

T
|s[=l=4

KEBNEMICHI->THIToND
INHDOER

, o E & EF

i DEROREICHEEZGEZ 20O THY, EHEORKRE, FHUOREITIENSE TR, #EY)

TRWHREDO D ZFFALLY, WHITiEY)

AT

DLDEPRLIEDVTDHZLHREIVED.

ZDT, RBRIESLIN Y AT AOEFRFITITYHOE TN EY)R 2 & 2B LT, FHEOR
FEICEOD R E U220 E ) ICEHT D MER S D.

RBRIEZER T 2558120, ZERONEIS LIl 2 ntiiiNY 77— a v &1, —7,
Bz, MURB=EICBWTHAZ e~ N5 7 0 —DEERH T LAOEE, REBRFEDRZR
EHERITHEAIE, FROBFHOSHEO BL LT, BFELESH VAT AL DR L
HYAT DGO AT T, AREATLREOERNPEGEOND 2 & 2R T 5. R%ERHE
BERELNRNE X, 2T, B2~ NS5 7 4 —Dh T LERRLT-LE, HILWA S
DT Ko TRERDO R Gy & oy BEER AW E & OV NIRRT 5 72 E OB R — DR &
BREADR GO SD L) RGEICE, FRER ENHEE SN THI0NBRRENDI D, £
DA T b B ERBRIC LTS BRI 5 MBS RS 6N D 2 L 2 BRGEET 20N H

2.

5. DMHENY T — a DOFERMITIE

I DR RS REIZ BN T, MERRaBR, MESRAER, EEiE% OMBRIEN R IE
BIEICIE, ARSIE C TR % B OB AN ATRE TH 228, B AE S 2 i IR O dn
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348
349
350
351
352
363
354
365
356
357
358
359
360
361
362
363
364
365
366
367
368
369
370
371
372
373
374
375
376
377
378
379
380
381
382
383
384
385
386
387
388
389
390
391
392
393

B RO % IR T D721, EOREE, FeRME, Z2YUMEEBRFTT L2 L0X, BN
MOBSEBERTLL D ETHEOEMLETHD. THITIE, Kbl LEOIENY F— g
YOFEE TR Fa— LB RIRTAUNERNDD. Z0E X, NI ORBRIEICH WD OHTIEN
BEXLI-AMICHEY HTIETHDLZ LBV T 5L W) OIERNT T —2 3 O B2 /SHHICHE
WCBLZENREBETHD. £, IO BKEZRET H2HEOEMLE LT, SHENY
F—a rEFER LEBICE LN DT — X R OGHEifEREZERE LTE DR TIE%R
SYA4AR

T, HEOMEOBMEEME Z TSI E L THER L7z E &, 2Oy 2% E
THEAEFIE LTONTIENY T —va v OEEEEZHE WD, LEN->T, BHERIREY,
BT, BEEICHOWONASHIEICK LTI Z IR THEL IR R LI FENEHEIND =
ENDHD. F, BIHOSEERO AESCHIZISCT, BR2FEMEHINDIZELH
L. WhRBGEICENTS, I ORGHKEZREL LD LT 25EFOEMLIZBWT, o8
ERYTF—va raEFRE L, EEFEm LTl s,

DIFAE, OWiEOBRE, TOMAOEEEZEZE L THERESLTWS. 2 zsEIL, H
HNTIG CTemiriEnNY F—a VA ERT D 2 & 2R 5.

5-1. FEUEME, FIKZE (Reference Material, Reagent, etc.)

ABEAEREL, RBEICHOWON DI OHED N F— a V21T 556, AR, #
Hey's, TEHAEELEOHR (Ve r/E s, vy NESE) L EMEICA3. B AREERK
(Japanese Industrial Standards: JIS)IZW#EA T HiEIZHOWTIE, Z0OHF S5, Bk, 1
%, pH HEHEEHEOREEHOH 555121, LT, A0 2RIEOA TR A ARPESERE D4
MERRDLDITIE, AFRORIZHREERKOREOLMZMT. ZhoDIFREEEE L
TELOIRMNT 5.

IOMEIEH SN bFWEIL, B L T OREORBFE RIS o, Ho, BIMESHER
TEHE9001, ~MMICAFARCTHENHERINTE D DOZATRERE Y HW R ITIIEXR 6700,
FRIZ, EBEDIITICHOVDEEYE, RIEEL, RMYOEBICHENPTINTEY, +olik
MR OLRSDERHNWLMERNDD.

BB, IECERENG DL LTUTOLDORH L. SHEONY F— g /BN T
X, EO L) EEYECHREE WD), EOREORMEENLETH DL, oiriEo B
ML 5.

1) AEUEWE, REVENR, REVET R

BT L1, B E 38R0 EN 01—, X <HESh-WE UM E
2L BT 2 EFAEEYE & R ER G T O EEME N D 5. b
O EIZBWT, EEMRBEED O&EIZ RT3 LI, RO S, R,
I DERI EOMIEDT-DIZHNLNS.

SRR REYE (Certified Reference Material: CRM) &1, JIS ICHIEE L7z JIS
Q0034 23 A L JIS Q0031 \ZHE T DRBGEENIRA SN2 6 O T 2 & RIEORFEEN
mtEnZbozn ),

SHRIEICHRE T A EMER SUTEERE S 2 L%, JIS Q0034 ([ZiEa L, #tEyE (BEFn 26 48
RS 207 5) 5 144 585 1 IS GEMAENRA SN2 0% 0 ).

\y

& ¥
48 o B} W

2

SE=N

Hr AR EY 'S
IONTFEEEE & 1%, T E AR (BUEIR) O IEME 7R IREMEORE FEE) IZHW D
BEHEYE Th5H. WMEMEKIL, B 70 ViEE, R THE, ¥L— MEE
REOHICHWOND., ZOWEIL, FEONIBITS Tbo3 L] OkE R

o

SEER:!
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394
395
396
397
398
399
400
401
402
403
404
405
406
407
408
409
410
411
412
413
414
415
416
417
418
419
420
421
422
423
424
425
426
427
428
429
430
431
432
433
434
435
436
437
438
439

LTEBY, FRENTWVIMEMEZ S LICLTHERE, SAEREOHENEDONS.
JIS K8005 /b HAE#EME & LC, 11 &6 H (Fh (Zn), 77 I RHilEE (HOSONH,), ¥
fbF F U 7 A ©NaCl), B{LOGE(ITD) (As:05), Lw 5B ~ U 7 2 (NaOCOCOONa), R
F b YU A NaC0s), i (Cu), 7 aif@h b KCro0,), 7XNVEEKFEH U T A
(CeH4 (COOK) (COOH) ), SnfbF R U 7 A (NaF), X HFEEH Y w7 AKIO)) BAEEIN T
5.

3) e HEEER
REIHT REARERR L 1%, BEOENVREITHEEICHTE SN ER CEICERSITICH
WHILA. FEAEFICOXHESNWE 145 1000 ml, FICEREICEENS X 91230
BU7ZIED 1 BVEBERKETHY, 1 mol/L TEEIND. EEMEISLT, F16
H—EOEGICHED TR ERND Z ENTE S, Fl2IE 1 mol/L W ik%E 10 [EREICIE
MEZAHIR U725 01X 0.1 mol/L ImIRE LTHWDL Z ENTES.

4) K

I LT, P HFECLOWEORED L ITER, MEDOEKOERE =13
MRFEDRE D= DI SN L FEWE TH 5. A, RBr, F%e, /e SRk -
W25 28T, JIEERE, WE ORI - R, T8, o8- B, SR,
MMHRE R EICHWSOND b D TH-> T, TRENOMHBAIIE U WEMERES
bDOThD., EESNOBH TSRS, EEHRE T E &AL &
EhaZendsn. 7L, RIE, TEARETEEMAEELE L TORET 501k
HIEA— D — MBI FDOREERIE L TWD DL T, Mo s | i 2 {f3F L T
W2 WS ENZ WO T, ZhbaE&EOMERROERELE LTHWAISAIL, 50
NIFERNEEZ R L T NE I DT 2 BN H 5.

5-2. EJ¥ (Accuracy)

B, SHEOHET BRI D 5T, SEESND LER DS,

W, BRI, BUETARHASTIEEICOWT, DHTEOSEEL SR IR L CHIE LT
ROOFHMET 5. BEL LD ET OB ORBIEO B ZN- L TW\WAH Z LEFHPTE S
VRS D. FlzIX, SBEIZOWTHONED REMEL SRR SV IR L TAE L, AFh9
EIOHEREFR L 0 5.

B, BEAEOOI R Z RN LIcbt 2 €& 258 103EIEEE LTREN, —
7, BEOMEIIEOMEE U CTRRGEXIIAE SVl & i3 2 558121X 20D Off & M &
DELLTERIND.

WD TR LT BE R OEEOEFEXH 2 T EBHIFL# T 5.

D EEE
BEZRET H7-012, WS ONDFENRFIHTX 5.
i) BHOMEPBEROSE
HEEBEEN D43kt Sy () Z0F, BEHEWED I LT F— ML X9 T 0EEZH
T 5.

ii)  BEBEMOSIHENFET 256
NYTF—=F L&D LT DRWECL MR EEERMOOITIEIC L DR L 2T 5.
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440
441
442
443
444
445
446
447
448
449
450
451
452
453
454
455
456
457
458
459
460
461
462
463
464
465
466
467
468
469
470
471
472
473
474
475
476
477
478
479
480
481
482
483
484
485

iii)  FCHEERET S %E
REL LD ETDoWTEDREE, B ORFREZET 52 LICX > T, BEAH
ETD.

2)  AEERAER (i O 7E Bl
W, BRSO AP Z BN LRI ORI 2 E RS 5 2 L1280, HENES
No. EERJPFHZEHOETITBNT, flxE, BEREDRICLD, HOWITHEHEE
FRIZE D7 E, Hx O OBSUI R OB EDORD T 2L L TR BER D
2.

3) T OMOTER
JFAIE LT, D, 2) LR FIETHEELZMET S, 2720, SIHEOBEEN, &RE
FTOREBRO B Z T Z LWL RGE, AL TH IV, B, BUTS
N OFRBIEZ R CopriEABEICERE S i, I OISR E 2 b R % 2R B
bRDLHATE DL E, HMLTHELIAR.

5-3. ¥ (Precision)

TEEE, R (Rl o & BEilbR) & OZF OMORER D SHTED N F— g U &21TH &
L, ZORELZFHMIT 5.

JFHIE LT, &2 A4 7OREZ &I, R, RS Z (EERE0) &k OEERZOF
FHXEZEH L2 b 02 EERHIRAMNT 5. Mo FIETIHMET 5 & &, HDHWIE, M0 H
IZ X OREOFMMN AT 2 70 & &, ZOMETHEHT 5.

1) PHTHSE (Repeatability)
OHMTREE, FEHIE LT, ROWTHo Tk TRt 5.

1) BUET 2#IHEZRREICONWT, SIEOE#RMELZ DR LD 9 \IHEY IR L TH
ET D, BT, 3SRECOWTOIED EHREZAIRE3EIFT oMY KL THET 2.

ii) REREED 1009 Y T HIET, SHTEO2EEEZ D2 LY 6 BRI L CTHI
ETD.

2)  ZEWNHIKE (Intermediate precision)
FENFBUEE ORFHEIIL, oWTENER SN DRBIZISCTEE 5. kO E
WZRIET T X LR BGORBELHERT HINERD S, RSB FEN 72 B HA
X, REgRA, RBRE, EERETHDLH. INDOREBER 2 IHRETAMEITR, £
BEHENE AT T 5 2 & 288 ET 5.

3) EMHEHEE Reproducibility)
EEHEEE L, RBREMOLFEERICL > CTFHMSNS. #lxX, By nE
B oTiEE —ERBRIE L LTI 570 &, oimriEEERE LT 2 LN E U2 BRICE
WHEEBEORTNFERIE LTHETHD. —F, IO RBRIEIZOITEEZRET D
B, SMEBURSEICET 2T —#2&RE LT T LHIRMNT 2 0EI3 0.

5-4. ¥rEME (Specificity)
WRIN) D %oy K DR ER, £k sy O 8 kK QN RRBR (R o & EilBR) IV 5 5
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486
487
488
489
490
491
492
493
494
495
496
497
498
499
500
501
502
503
504
505
506
507
508
509
510
511
512
513
514
515
516
517
518
519
520
521
522
523
524
525
526
527
528
529
530
531

PHEDNY F—2a T, FEREOBRF ZATWERE L TR 5.

R VLA NRET D120 OFEL, HnENER S D ANICKTFT S, T7hbb, WEZH
BRI D ETHORFERMEENIGET 2 OHRTEW. 72720, & D1 ODGHHENFRED ATt 548
(ZRE U CHieD TR CeBE R EZFF 2 & LT, MRETH 2 ERRHETHL 2L 0%

AN

2T, 12DHHHEIZ L > TEDOMHMWEZLZET X R2WGE, 220 EOSHEZHAE

PELHZLIZEST, B OREREE U CLEERFRRIGE ) DKEEZ T 5 Z L8 0.

1)

2)

T8 bR

edikbr 121X, HFET D aEtEo H D HEEMICHER L7 b B R L 2 @B T & % 5k
DENEE L. DHEORRBIRE X, oirxigd 2 & il 2 T (< DGA IS
%, BEEOWEIZ OV TORR & T 5 2 L2 L 0) RO BMEORE R & okt S
o Eh VR E AW TRDZEEORR L 24, WiKT 52 LIl o THFETE 5.
yHTxt G & AEER RIS 2 W U TRt R B B 2 W R e R A
WH LT, BHEOKIEHDELNARNI EE2FERLTH LW, FFREZRFTT 5 & XX
INTEZR ERfT 2 ETEZVELHEICONWTELZL, WU ARR Rk SV,
FROXIRGEEZSIXEZTAREOH ZME ZRIRT HLEND D,

TE B & iR R

sma~ 777 4—Tl, REMRI/a~ N T L58RTLICE-T, FRMEE
AETD. s~ T A DE— 27120, @B LT VW D I AR R A& i LT
BL. MOGEESHECONTY, FHOBRENLETHD., /u~ M7 7 0 —TIi,
AT IS H UM B SV TN D 2 & AR 0 BiERR SR (Critical Separation) IZ-DUNT, @4
TR IRE DR E W THRETT 5. FRREMEZRT 2D, AWICRbITHE L CEBET 5 2
DD RS DIy BERE 2 -V THBER R 2R L TH L.

IR EA R EBIENOI RSB O EE L TNWD Z & 21T 25 K9 ok
DT —H WA T, BREMIZFRMEENGET 5. flx1X, EEIEICHEEZERMAT %
B2, FOEBBICHEY MERBREZHAGDOED Z LIk - T, FRRMENGEP AEE
ThD.

BRRMEZNRET D720 OTFIET, EREIELMERBRLE CRIUTHS.

i) AN ATTEDHLEE

EEVETIE, RHMMBGFET DT T, oGzl c& 52 L& GEd 5. %
BRI, YIS S R E ORI Z I L & & OEERBREE 2D OWE N
TIMEN TN RNWEZIZEONIEBRBELEKL, ZRO50oWENREFEL TV THLE
EERNEEINRNI LR T LIl o TR AN FETE 5.

FIEERBRCIX, MYZRIICE Y R E ORI Z TN L, T 6 ORH A H
IZEEL CWD Z &, XTI D OARMD BT ICFEET MO 26 458 LT
B HERT LI THAGES ZSFETE 5.

ii) RN ATTERNE X

A OREAE T DN AF TERWEAIZE, Az G 2R ELL Y L9540
HriECHIE L7eAE 3 L RO TR /ST A —Z BERIO 5 TE THRIE Lo/ R & i3 %
ZEICkoT, BEMENNIETELZELHD. OHTHE T A — X BEHOGHTE &1,
Bl 21X, BERINAEZICRREH SN HETZENRUAOREIZ AN F— & TWn5
THTED Z L0y, REL XD ET 2500 EE X0 HEDZ L ThD. ME
WIS CTC, Rz gilkls LT, 201G wEESRM O, 2, WA, BT
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532
533
534
535
536
537
538
539
540
541
542
543
544
545
546
547
548
549
550
551
552
553
554
555
556
557
558
559
560
561
562
563
564
565
566
567
568
569
570
571
572
573
574
575
576
577

ISy fif K ONER{E) O F ClgkEz U 7-3lBh 2 BghHc v 5.

c EEETIE, 2 00TFEREE T 5.

CFERBRTCIX, AT o T s A E TS,

7 a~v 7T A EOGIRIBO C— 7 PEEOBTIZHIK L TWRNZ & 2R
TDITX, A4 — KT LA REESIEI R E 2t LTHWS 7 e~ v o7 4
— D — 7 flERER (v — 7 M) NEHTH D

5-5. FMiHIES (Detection limit)

BRI DL) K OZENZ R D & ZICHW T FiEEERNCTA T 5.

PR AIEI UL 7 F st 2 A RO (SNE) IC & » TDLARE LIZSAIclE, F 04k %
RIS, BET 57 u~ NI ARERE LTIRIMT A,

FHESUIAMNEIC L > THRBIRAOHEEE 2572358021, Fig, BRERAOEE L5 X9
(ZFREL U720 2 7 B OB UL EESDLAFIE T H D Z E DA BTV D 4 72 5k Dl EHZ o
T, BRI EITV, ZOWEMPZLTHD Z 2T B EZRMNTD.

DLZ RO FIZITHk A Ie FER O DH. £, DHNEDBEEGR W Th 2 0G0 L > TDLOR®D
FHiFxBAeD, IR TREL TR FEEHONTHLE LI AR,

1)

2)

3)

PR IREAM 2 355 < ik

s 2 D W TE T, SRMICEHEZ1T 2 2%, B InEIC O W THHEREIC
MM AZ1T > Th L.

DL 13X, BEFREO SN G a 56T 2kt 2o L, oS Icmt Tt 5
HIEKDORE AR T H LI TR BNA.

SN iz H#eo5 < Hik

ZOFEE, N—RATA 2 ) A XEME) HHECOABEHATE 5.
SN i, OtrktezBEamoORE CEaT 2R o> 7 Inae 7o v olktor 77
NERITHZ LIZL o TRODDZENTED. ZNEHWTONT SR D I
TEHORIEOBEEEZRD D, DLEREITIE, 3~2 1 1 DOSNERNKAIICHERESN TV,

L AR ADIERER 2= L R EfR O X 125 < Hik
DL ZRNUCELVIRETHI L HTED.

DI=3.3 o /slope
ZIT, olIVARADIEMRFEE, slope (IREFMOMEE KT .

Hx slope 1%, TS (Rl OB ERPOHEE TX 5. BHERZE o 12OV TIE
iz OHEETENH D0, LTFIXZOHTH .

1) 7707 OFEERAEICIES S ik

WU DT T VREESHT L, ZOLAR AOEREFEHET A LTk
ST, ONHEDNRY 7 7T 00 ROEHEFEOKRE S ZRELD.
ii) MERIZES FHIE

R BRI DI D AT st 2 % G ekt 2 V¢, MEBREIERT 5. RIRE
RO FEFE DOIEHERZE X EIREAR N SHEE LT-REY a 2B 5 v 7 O R %
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578
579
580
581
582
583
584
585
586
587
588
589
590
591
592
593
594
595
596
597
598
599
600
601
602
603
604
605
606
607
608
609
610
611
612
613
614
615
616
617
618
619
620
621
622
623

FHERAZ o L LCRIHTE 2.

5-6. EE[RS (Quantitation limit)

ERBRENZFNZRKD D &N HEEZERHNCRMANT 5.

ERRAORRE L7205 X5 I U722 225 03U SRR E DN E &R TH 5 Z &7
HOHITWDIEY 72 OREHZHOWT, Bhgsth T 5 Z LICL > TEERADZY THDHZ &
T BRI T 5.

EERA QL) Z RO FIZITEL 2 FEND D, Fl2, OIHENEROIT TH L0 ENC L -
TQLORDF IR D, TR T RIEEIXR 2 FEEHNTHE LI A 20,

D EERRHC S < Tk
BRI D2 WA T, HREBNIEH 21T 9 25, &R ITEIC SV THHRRIC
A AT > TH L.
QL 1%, BERIREDOSHTGme a i+ 2B 200 L, airdRMifaE Tt 2HE
ERETERTE DRIROBELER T2 LICL - TROLND.

2) SN IbIZHEAS L HiE
ZOFEL, R=RATA ) AR DIHECORHEHATX 5.
SN i, athrtgmzBEamoRE CEaT 2R o> 7 Inae 7o v ol ko 77
NEHTAHZ LICLSTRODZENTE D, ZNEHNTONREM D EEICER
TELRIRDEEZRD D, QUREDTZODOMEHER) /2 SN X, 10 © 1 THD.

3) VAR ADORAERE L REROBE LS ik
AL ZRAUCE > TRETHZ L HTE S,

QL=10 o/ slope
ZIT, olIVARADIEREE, slope (IREMMOMEE KT .

HE slopeld, DHTREOBEMRNOHEETE 5. BHERAE o IZOWVTE, flx OHE
EIER DD, UTIEZEOHITHS.

) 7727 OFEEREICES ik
WL RBOT T 7 B RS L, TOLAR AOEEREZHRE T LiIck-
T, OWEDONRY 7 7700 ROFERFEORE I Z/EL 5.

ii) MEHICES < HiE

QL AHEDRED TG 2 G E 2 N T, MERARETT 5. EIREROFK
DR ZESUTEIRER D DHEE LI IRE Y 1 2R 5 & 7 J /L OFRHE(R 7 2 AR VE(R
7o LLTHHTES.

5-7. EAMME (Linearity)

TR E DPLE & F B OIS ERRE RN 5 D = & 2R U, FERIRE, v-UIA, [BF
EAROMEE RO Tz it# LB 25, T—4%% 71y b LR ERHIERA
T 5.

W, EARMEE, LT L) RRBRIC X VRS S,
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624
625
626
627
628
629
630
631
632
633
634
635
636
637
638
639
640
641
642
643
644
645
646
647
648
649
650
651
652
653
654
655
656
657
658
659
660
661
662
663
664
665
666
667
668
669

AR U T AR D R 51 2 FAVN T 25y DR EEIT k3 2 W 2R D IS E D BRI & IE A2 GiE ]
T 50, ERITREIOREYOEEICR L CHEMAMEZBEEOIZERAT 5. %&1%, JWELZn
AEHZ T 2 kO HEHE A T2 £ &, FRFCRFTL2Z2 LN TE 5.

BERMEESIRET 5 & E12iE, D7e L bKEDREZHND Z EREE L. HlOFEE
FAWTCHEMMEZSLZET 2 & XI121E,  TOFEOZLMHEORILEZ R

VT F N EGHTRIBR ORRE T E RO E LT e v b LK% H W CTHRE I ERRE
T 5. BGOSR O HEITIE, R/ SRIEIC X D EUREROFE R EORE
W FEE O CEYEORRE 2 3SR 2. SN & BURER Lo PHE & 0= RE
XL T7 ey b LERZFITT 52 & bEREEZFNIT 2 ETEHATHS. o0E & 50RHE
&L DM OBEMBERE S D T2, BURSHT AT 5 AN, WET — & 28PN E T 5 3
DD bbb, WHRDHIEWRETS THEMBMELZRIRWSHHE (L & 7 v A5 O
AL, FIREZRIR Y, MHHERDISE 2 3B O Mt G DR EE (5 D 4 7e B S (Blam =X 3ok
) TE£ T

72k, [5-8. #iPH] I\ RTONIEOFKIH ORI D> T, ERENMEES ATV RITN
= ASYAAN

5-8. #iPH (Range)
SIMTEDEH S DT, RO ICEIE T 2R BRIED BRI A7 S 2 ide b
V. A S DEFE, B, BEREERETTT 2 LICL o TEMN S, FFAN X IXEFE O
5t D B DA G % G il 2 O T 217V, ArEOBERNE, HELRORHENER T
XOHRETHDL I EEHERT D EICE- T, ®MAENGET 5.
HETREHPAE LT, D & RIS THEHPHZ BT 5.

) IO LRSS O EE
80%<HLET 5 & <120%
W) D LRy D& BEHEI T 2 G HEZITOICHU D, +o 7K E O E&IEN
RESINDIVENDD.

2)  MUERRER (KA O E BilR)

HLE T 5 FREEfE < 120%

Bt/ EERANZ ORI PHIEH SN D REREICAA> TV DILERD D, R,
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1 Introduction

1.1 Regarding requests for the designation or revision of specifications/standards for food
additives (hereinafter referred to as designation, etc.), according to the Guidelines for
Designation of Food Additives and for Revision of Standards for Use of Food Additives
(March 22, 1996, an attachment to Notification of Director-General of Environmental
Health Bureau, Ministry of Health, Labor and Welfare [MHLW], Ei-ka No. 29; revised
September 29, 2022 per Notification of Councilor for Environmental Health and Food Safety,
MHLW Minister’s Secretariat, Seishoku 0929 No. 3; hereinafter referred to as “MHLW
Guidelines”) and the supplementary provisions article 2 of the Act on Coordinating the
Relevant Acts to Enhance the Functionality of Government Administration Relevant to
Environmental Health and Other Such Matters (Act No. 36 of 2023), those requesting such
designations or revisions (hereinafter referred to as “Designation Requestor”) shall be
required to submit a request letter and the accompanying documents (hereinafter referred to
as “Application Documents”) to the Prime Minister.

1.2 Application documents shall be prepared in accordance with the MHLW Guidelines and the
Cabinet Office Food Safety Commission (hereinafter referred to as “FSC”) Guidelines for
the Risk Assessment of Food Additives (hereinafter referred to as “FSC Assessment

Guidelines”).

Note
The “FSC Assessment Guidelines” refers to the latest FSC Assessment Guidelines, which
include the Guidelines for the Assessment of the Effect of Food on Human Health Regarding
Food Additives, Guidelines for the Risk Assessment of Additives in Foods (Enzymes),
Guidelines for the Assessment of Additives in Foods on Human Health Related to Nutritional

Ingredients and Guidelines for the Assessment of Flavoring Substances in Foods on Health.

1.3 This Guidance is intended to help efficiently prepare Application Documents by organizing

the required items and content to be included.

2 Application documents

2.1 Application Documents require a request form and supporting materials.

2.1.1 Requests for the new designation of food additives shall be submitted using the Form of
Appendix 1.

2.1.2 When requesting the designation of a food additive, draft specifications shall be included as
supporting materials.

2.1.3 When there is a need to limit the target foods, usage amounts or methods of use of the
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3.1.1

32
321

33

33.1

33.1.1

33.1.2

33.13

33.14

requested item (hereinafter referred to as the “requested item”), a draft of the use standards
shall be included as supporting materials.

Applications for the revision of specifications/standards for food additives shall be
submitted using the Form of Appendix 2.

For requests to revise use standards, a draft of the use standards for the requested item and
a comparison table of the use standards before and after the revision shall be included as
supporting materials.

For requests to revise specifications, draft specifications shall be included as supporting

materials.

Overview document

Supporting materials must include a document that concisely outlines the requested item, its
effectiveness, safety, etc. (hereinafter referred to as a “Overview Document”), and the
literature cited in the Overview Document (hereafter referred to as “cited references”).

The Overview Document shall be prepared using the format provided by the Food Additives
Designation Consultation Center (hereinafter referred to as the “Consultation Center”) with
reference to this Guidance.

The Overview Document must indicate the items required by this Guidance, but if this is not

possible, the reasons shall be explained.

Request content
The requested item (hereinafter referred to as the “requested item”), the category of new
designation or revision of specifications/standard, the intended use, and the benefits to

consumers of using the requested item shall be indicated concisely.

Summary of requested item

Name etc.

The chemical name shall be indicated in accordance with the generic name (Japanese name,
English name) and IUPAC name.

When the requested item is an enzyme, the generic name (Japanese name, English name)
shall be indicated.

For items that have a corresponding CAS registry number, INS (International Numbering
System) number, or EU food additive number, these shall be indicated.

When the requested item is an enzyme, the corresponding EC (Enzyme Commission)

number and CAS registry number shall be indicated.
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Note

33.15

332
33.2.1

3322

When there is no CAS registry number corresponding to the enzyme in the requested item,

this shall be indicated.

When the requested item is a fragrance, the CAS registry number, JECFA number, and
FEMA number shall be indicated when available.

Intend Use and Methods of Use

The intended use shall be indicated by referring to the names of the intended uses indicated
in the “Attachment: Additives” of the Standards for Food Labeling (Notice Shoshoku No.
139 of the Deputy Secretary General, Consumer Affairs Agency, March 30, 2015).

When there are multiple intended uses, all of them shall be indicated.

Note

3323

The intended use of the food additive may be indicated as it is already used in other countries

or as specified by the Codex Alimentarius Commission.

The method of use shall be indicated according to the intended use, specifying how the

requested item is to be used for the food in question.

Note

333
33.3.1

It is advisable to provide a flowchart or other diagram showing the food manufacturing
process (at what stage the additive is added, and what operations are performed under what

conditions (concentration, temperature, time, etc.) afterwards).

Structural formula and molecular formula
When the effective ingredient of the requested item or the requested item is an organic

compound, the structural formula and molecular formula shall be indicated.

Note

3332

When it is not possible to indicate the exact structural formula for a polymer compound, etc.,
the estimated structural formula shall be indicated and clearly marked as “estimated

structural formula”.

When the effective ingredient of the requested item or the requested item is an inorganic

compound, the compositional formula shall be indicated.
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3.3.3.3  When the requested item is a mixture, the structural formula, molecular formula, and mixing

ratio shall be indicated for each of the constituent ingredients.

Note 1
When the requested item is an organic compound, the structural formula shall be indicated,
but when it is an inorganic substance, the structural formula need not be indicated.

Note 2
When the requested item is an organic compound, the molecular formula shall be indicated,
and when it is an inorganic substance, the compositional formula shall be indicated.

334 Molecular weight

3.3.4.1 When the effective ingredient of the requested item or the requested item is an organic
compound, the molecular weight shall be indicated, and when it is an inorganic compound,
the formula weight shall be indicated.

3.3.42 When it is a mixture, the molecular weight and mixing ratio of each constituent ingredient
shall be indicated.

Note
When the requested item is an organic compound, the molecular weight shall be indicated,
and when it is an inorganic substance, the formula weight shall be indicated.

335 Originating organism

3.3.5.1 When the requested item is an enzyme, the scientific name (genus, species) of the originating
organism shall be indicated. When the originating organism is a microorganism, the strain
name used for production shall also be indicated.

3.3.52 When UV irradiation mutagenesis and chemical mutagenesis, genome editing, or genetic
modification is used to obtain the originating organism, the production procedure shall be
clearly indicated.

33.6 Ingredients

3.3.6.1 When the requested item is an enzyme, the reaction mode, mass, isoelectric point, amino
acid sequence, temperature dependence, and pH dependence shall be indicated.

337 Manufacturing method

3.3.7.1 The manufacturing raw materials, catalysts, manufacturing conditions, refining methods,

and removal process of harmful factors shall be indicated, and the manufacturing process
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shall be shown in a flowchart or other diagram.

3.3.8 Origin or details of development

3.3.8.1 An outline leading up to the request for designation shall be indicated, such as when and in
what country the target substance was developed, and subsequently in which countries it
became used as a food additive.

3.3.8.2 If the requested item is naturally contained in food, information on a history of human
consumption as food shall be indicated as reference.

3.3.8.3 When the specifications/standards are revised, the existing problems and points to be
resolved by the revision of the specifications/standards shall be indicated.

339 Use Status in Japan and Overseas

3.3.9.1 The authorization status and use standards for Japan, the Codex Alimentarius Commission,
the European Union, the United States, and Australia/New Zealand shall be indicated in that
order, and when they have not been set, this shall be indicated.

Note

When there is no information on the requested item, information on similar compounds may
be indicated.

34 Specifications

34.1 Draft specifications

34.1.1 The following items shall be entered in the table provided by the Consultation Center as
draft specifications.

3.4.1.2 Additions/deletions of items, and changes to item names shall not be made.

3.4.1.3 When no specifications are set, “-” shall be indicated in the “draft specifications” column.

34.14 When there is a testing method listed in the General Tests in Japan's Specifications and
Standards for Food Additives, consideration shall be given to adopting it.

3.4.1.5 When using a testing method other than the General Test Methods in Japan s Specifications
and Standards for Food Additives, the details, including the reagents and equipment, shall
be indicated.

Note

The Combined Compendium of Food Additive Specifications of JECFA, the Food Chemical
Codex of the United States, EU regulations, the Japanese Pharmacopoeia, and the Japanese

Pharmaceutical Excipients shall be appropriately cited.
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3.4.1.6 The laws and regulations used as references shall be indicated in the table by reference
specification number, and the relevant sections shall be attached as cited references.

342 Name

34.2.1 A generic name shall be set.

343 English name and alternative English name

3.43.1 The English name corresponding to the designation shall be set.

3.43.2 The alternative English name shall be set when it is necessary for labeling.

344 Alternative Japanese name

3.4.4.1 The alternative Japanese name shall be set when necessary for labeling.

345 Structural formula

3.4.5.1 When the requested item is an organic compound and the content of the main ingredient is
90.0% or more, this shall be indicated with reference to Japan'’s Specifications and
Standards for Food Additives.

3.4.5.2 When the mixture of isomers contains less than 90.0% of each isomer, but the total is more
than 90.0%, the structural formula of each isomer shall be indicated.

Note

When dealing with inorganic compounds, there is no need to include structural formulas.

34.6 Molecular formula and compositional formula

3.4.6.1 When the content of the main ingredient of the requested item is 90.0% or more, the
molecular formula shall be indicated for organic compounds, and the compositional formula
shall be indicated for inorganic compounds, with reference to Japan's Specifications and
Standards for Food Additives.

34.7 Molecular weight or formula weight

3.4.7.1 When the content of the main component of the requested item is 90.0% or more, the

molecular weight shall be indicated for organic compounds, and the formula weight shall be
indicated for inorganic compounds, in accordance with the rules of Japan's Specifications

and Standards for Food Additives.
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3.4.8

Chemical name

3.4.8.1 The chemical name shall be indicated in accordance with the [UPAC name.

349 CAS registry number

3.4.9.1 The CAS registry number corresponding to the requested item shall be indicated.

3.4.10 Definition

3.4.10.1 The definition shall indicate the origin, raw materials, preparation method, essence, and
admixed substances of the requested item.

3.4.10.2  When the requested item is chemically synthesized, and the chemical name alone cannot
be used to identify the essence, the raw materials, an overview of the preparation method,
or the composition of components shall be indicated.

3.4.10.3  When the requested item is derived from plants, animals, microorganisms, or minerals, the
origin, preparation method, essence, and any admixed substances shall be indicated.

34.11 Content

3.4.11.1  The content shall be set to a value necessary to guarantee a constant quality that can be
considered equal in terms of safety and efficacy, based on the manufacturing process,
quantitative error, stability, etc.

3.4.11.2  The content of the effective ingredient in the requested item shall be indicated as a
percentage, and when there are two or more effective ingredients, each shall be indicated.

3.4.11.3  When indicating the content as a percentage, the range shall be indicated to the first
decimal place.

Note 1
When 0.0% or higher is indicated without specifying an upper limit, the upper limit shall be
101.0%.
Note 2

When a molecular formula is shown in parentheses after the name of a compound, it
indicates that it is a chemically pure substance.

34.12 Enzyme activity

3.4.12.1  When the requested item is an enzyme, the enzyme activity shall be defined, and the unit
shall be defined in the Method of Enzyme Activity Determination.

3.4.13 Properties
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3.4.13.1

34132

34.14

34.14.1

34.142

3.4.143

The properties shall be indicated in the following order: color, form, odor, taste, stability
(hygroscopicity, light-induced changes), and others.
For requested items with special forms, information such as grain size, grain size

distribution, and format shall be indicated.

Identification

An identification test shall be designed to verify the requested item or the components
contained in the requested item based on their characteristics.

The testing method shall use the General Test Methods set out in Japan s Specifications
and Standards for Food Additives and shall be indicated with reference to the descriptions
in the respective articles of the Specifications and Storage Standards of Japan's
Specifications and Standards for Food Additives.

When using a testing method other than the General Test Methods in Japans
Specifications and Standards for Food Additives, the details, including the reagents and

equipment, shall be indicated.

Note

34.144

3.4.14.5

3.4.15
3.4.15.1

3.4.152

When it is possible to verify the requested item by means of tests designed for items other
than identification tests, such as a quantitative analysis, the description of the identification
test may be simplified accordingly. For example, when it is possible to sufficiently verify
the effective ingredient by adopting a highly specific chromatography method for

quantitative analysis, there is no need to set up duplicate content.

Even when the description of the identification test is simplified, the evaluation criteria
shall be indicated.

When the requested item is an enzyme, the test shall be conducted in accordance with the
Enzyme Activity Determination Method, and it shall be established that the activity is

recognized.

Indicative values

Indicative values are values measured using physical and chemical methods, such as
absorbance (specific absorbance), congealing point, refraction index, rotation (specific
rotation), viscosity (dynamic viscosity), pH, specific gravity, boiling point, melting point,
saponification number, hydroxyl value, iodine value, etc., and these values shall be set as
necessary to ensure quality.

The testing method shall be the one established as a General Test Method in Japan s
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Specifications and Standards for Food Additives and the description shall be indicated with
reference to the description in each article of the Specifications and Storage Standards in

Japan's Specifications and Standards for Food Additives.

34.153 When using a testing method other than the General Test Methods in Japan's
Specifications and Standards for Food Additives, the details, including the reagents and
equipment, shall be indicated.

3.4.16 Purity test

3.4.16.1  The purity test is a testing method for measuring the type of admixed substances in the
requested item, the limit value of the amount of admixed substances, and the amount of
admixed substances. The necessary items shall be set among raw materials, intermediates,
by-products, decomposition products, reagents/catalysts, heavy metals/inorganic salts, and
solvents that may be mixed in the requested item, with reference to Japan s Specifications
and Standards for Food Additives.

34.16.2 Lead and arsenic specifications shall be set.

3.4.16.3  When no specifications are set for lead or arsenic, the grounds for this shall be indicated
in the draft specifications.

Note
Where necessary, specifications shall be set for individual toxic elements such as cadmium
and mercury.

3.4.17 Loss on drying, Loss on ignition, or water content

34.17.1 For loss on drying, loss on ignition, or water content, the appropriate item shall be
indicated for the requested item, referring to Japan s Specifications and Standards for Food
Additives.

34.18 Residue on Ignition, Ash, or Acid-Insoluble Ash

3.4.18.1  For residue on ignition, ash content, or acid-insoluble ash content, the appropriate item
shall be indicated for the requested item, referring to Japan s Specifications and Standards
Jfor Food Additives.

34.19 Microbial limit

3.4.19.1  Microbial limits shall be set for bacteria, fungi (molds and yeasts), Sa/monella, and E. coli
or E. coli groups that have the ability to multiply and are present in the requested item.

3.4.19.2  When the requested item is a thickening stabilizer, the number of viable bacteria, fungi, E.
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3.4.193

34.194

3.4.195

3.4.19.6

3.4.20
3.4.20.1

coli and Salmonella shall be set.

When E. coli group standards are set in the JECFA standards, rather than E. coli standards,
E. coli group standards shall be set.

When the requested item is an enzyme, the number of viable bacteria, E. coli, and
Salmonella shall be set.

Even if the requested item is not a thickening stabilizer or enzyme, microbial limits are set
for similar items in JECFA standards and official standards in Japan and overseas, and when
it is necessary to set limits based on the actual situation of products in distribution, microbial
limits shall be set.

For microbial limit testing, the testing methods listed in the General Tests in Japan's

Specifications and Standards for Food Additives shall be used.

Quantitative analysis
Quantitative analysis is a test that measures the content of effective ingredients using
physical, chemical or biological methods. The testing method shall be indicated with an

emphasis on accuracy, precision and reproducibility.

Note 1

If the limit of admixed substances is controlled by an appropriate purity test, a method able
to measure absolute amounts with good reproducibility can be established, even if the

method presents low specificity.

Note 2

3.4202

3.420.3

When using an absolute quantitative analysis method such as the titration method, it is
advisable to employ a purity test method with high specificity to complement the lack of
specificity for the assay method.

When establishing a new testing method or modifying and using the General Test Method
in quantitative analysis, the grounds for setting the specifications shall indicate a detailed
description of the testing method and the results of the validation of the testing method shall
be indicated in the validation of the testing method and the test results.

When using chromatography or UV-visible spectrophotometry as a quantitative analysis
method, the standard substance specifications used for the quantitative analysis method shall

be described.

Note

It is advisable to use a calibration curve for quantitative analysis.
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3.4.20.4  When there are two or more ingredients to be quantified, the most important ones shall be

listed first.

3421 Enzyme activity determination

3.4.21.1  When the requested item is an enzyme, a testing method shall be established to measure
the strength of the enzyme's activity by measuring the amount of substrate that changes per
unit time through an enzymatic reaction.

3.4.21.2  The unit of enzyme activity shall be defined and the formula shall be shown.

34213 When setting a new testing method for the Enzyme Activity Determination of the
requested item, a detailed description of the testing method shall be provided for the item
that sets the grounds for the specifications and the results of the validation of the testing
method shall be provided for the item that verifies the validity of the testing method and the

test results.

3.4.22 Preservation standards

3.4.22.1 They shall be set for cases that require particular mention about stability.

3.5 Comparison table of draft and existing specifications

3.5.1 For the draft specifications and the JECFA standards, EU standards, FCC standards, and
food additive standards of various countries that are to be referenced, a table shall be created
using the examples provided by the Consultation Center.

352 For the comparison table, the items in the draft specifications table shall be listed in the same

order as the draft specifications.

Note 1
When the requested item is in the Japanese Pharmacopoeia, the Japanese Pharmaceutical
Excipients, and the Japanese Standards of Quasi-Drug Ingredients, this should be indicated.
Note 2
Where necessary, the specifications for similar additives to the requested item should be

listed in the table.

353 Specifications written in languages other than Japanese shall be accurately translated into

Japanese and indicated.

3.6 Grounds for setting the draft specifications
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3.6.1

3.6.2

3.63

3.7

3.7.1

372
3.7.3

3.74

3.7.5

3.7.6

3.8
3.8.1

39

In the order of the items from “Name” to “Preservation Standards” in “3.4 Specifications”,
the reasons for setting the items, the sources, the reaction principles, and a review of the
testing methods shall be indicated.

When there are items that have been set in existing standards but not adopted in the draft
specifications, as listed in “3.5 Comparison Table of Draft and Existing Specifications”, the
reason for not adopting them shall be indicated.

When using newly developed testing methods or modified methods of the General Test
Methods in Japan's Specifications and Standards for Food Additives, the reasons for
inapplicability of the General Test Methods in the Japan's Specifications and Standards for
Food Additives shall be described and the adopted testing methods in detail shall be indicated.

Validation, verification of test methods and test results

The purity test using a General Test Method shall be verified.

The validity of the newly established testing method shall be confirmed.

The specifications and specification values set out in the draft specifications and the test
results showing that the specification values and testing methods are appropriate shall be
indicated.

Three or more lots of samples representative of the requested item shall be prepared, and the
test shall be repeated three or more times using the testing method described in the draft
specifications.

The results shall not only demonstrate whether the sample has passed or failed, but also
show the actual measured values of concentration, etc., measured values of absorbance, etc.,
or observation results.

Details such as the amount of sample collected shall be indicated in accordance with the
items listed in the Test Report provided by the Consultation Center, and shall be attached as

a cited reference.

Analytical methods of the subject food additive in food products
For the main food products to be used, the analytical method for qualitatively and

quantitatively confirming the addition of the requested item shall be indicated.

Note

When there is no need to set use standards, the quantitative analytical method among the

analytical methods for food additives in food products may be omitted.

Stability
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3.9.1

The Overview Document shall cite a report that summarizes the testing methods and actual
measurement results, including storage conditions (temperature, humidity, container, etc.),
for the stability of the requested item, and for the test corresponding to the assumed

appropriate period.

Note

392

In the stability test, it is advisable to obtain the change of content over time and indicate a
summary of the results in the Overview Document citing a report that shows the results of

the test in a graph or table.

The amount of decomposition products and impurities shall be examined, and the results

shall be indicated.

Note

3.10
3.10.1

3.10.2

3.11

3.11.1

3.11.1.1

3.11.1.2

3.11.1.3

3.11.14

The requested item may be used when there is supporting information for setting the

expiration date.

Stability in food products

The Overview Document shall indicate an overview of the test results corresponding to the
assumed appropriate period for the stability of the requested item in food products, and a
document summarizing the testing methods, including storage conditions, and the actual
measurement results shall be attached as a reference.

When the requested item is unstable, the types of main decomposition products and the

extent of their generation shall be examined.

Findings Regarding Effectiveness
Efficacy as food additives and comparison with other similar food additives

The requested item shall be indicated with respect to its superiority compared to food
additives of similar use that are already available.

The description of effectiveness shall be based on specific test results, in addition to basic
descriptions such as the functional mechanism and reaction mechanism.

The grounds for the effectiveness of the appropriately designed test shall be described to
verify that the requested item has the intended effect and to clarify the purpose of use of the
requested item.

The test shall be conducted using graded levels of the additive in the food and shall be

designed to clarify the relationship between the use amount and effect of the requested item
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by comparing it when the requested item is not used.

3.11.1.5 The test results shall be subjected to appropriate statistical processing, such as a
significance test.
3.11.1.6  When the effect of the requested item changes over time, a test shall be conducted to
confirm the relationship between the passage of time and the effect, and the results shall be
indicated.
3.11.1.7  When the requested item has multiple uses, the test results supporting the expected effects
for each use shall be indicated.
3.11.1.8  When there are food additives which have already been approved for the same use, a
comparison of their effects shall be described based on the test results. Even if the
performance as a food additive does not exceed that of existing food additives, all results
shall be described.
Note 1
It is advisable to use tables, graphs, and schematic diagrams to explain the results.
Note 2
It is advisable that the results of the effectiveness test be accepted and objectively evaluated
in academic papers in the relevant field.
3.11.2  Effects of a food additive on main nutrients in foods
3.11.2.1  The report shall indicate a consideration of the effect of the requested item on the main
nutrients in foods.
3.11.2.2  When no relevant information is obtained via a literature search, the search engine used,
search terms, and results of the online search shall be summarized and attached as a cited
reference, with a statement to that effect.
3.12 Findings regarding safety
3.12.1 The results of disposition study, a toxicity study, and findings in humans shall be indicated.
3.12.1.1  When citing test results, the source shall be indicated, and the original paper or report from
the institution where the test was conducted shall be attached as a reference.
Note

When the original paper cannot be attached, and an existing review paper that cites the paper
in question is attached as a cited paper, the following requirements shall be met.
(D The original paper or report is not available.

@ The review article being cited indicates specific test conditions and results (data).
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3.12.12

3.12.1.3

3.12.14

3.12.1.5

3.12.1.6

3.12.2
3.122.1

(3 When indicating the main text of the Overview Document, indicate that “the original

paper has not been published” or “the original paper cannot be found”.

When no relevant information was obtained via a literature search, the search engine used,
search terms, search date, and results of the online search shall be summarized and attached
as a cited reference, with a statement to that effect.

When the requested item is an enzyme, information on the safety of the originating
organism shall be provided, including information on pathogenicity, production of harmful
substances, parasitism, persistence, and pathogenic foreign factors.

When the requested item is an enzyme, the ease of decomposition, the main factors
involved in the decomposition, the absorbability into the body, the possibility of an overdose,
the amount excreted and the accumulation in the body shall be considered in terms of the
decomposability in the digestive tract, and the results shall be indicated.

When the requested item is an enzyme, the allergenicity of the originating organism and
the requested item shall be considered and the results shall be indicated.

When the requested item is an enzyme, the name of the allergen database used for the
search, the search conditions, the search method, and the date of the search shall be clarified

and the results of the search shall be considered and indicated.

Disposition Studies

The disposition study conducted using the requested item shall be considered and indicated.

Note 1

When the following items (1) to (5) are applicable to the use of the requested item, some

toxicity tests may be omitted.

(D The requested item easily decomposes within food products or the digestive tract to
become the same substance as the food ingredient.

@ The main factors (pH, enzymes, etc.) involved in the decomposition within food
products or the digestive tract are known.

(@ The absorption of the requested item does not inhibit the absorption of other nutrients.

@ The requested item and its decomposition products do not accumulate in living tissue.

(® When consuming food products that use the requested item, there is no possibility of

excessive intake of food product ingredients derived from the requested item.

Note 2

When appropriate data on the disposition within the body of the substance under test are

obtained from a toxicity study, these data may be used.
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3.12.3 Toxicological studies

3.12.3.1 Genotoxicity studies

3.12.3.1.1  When the requested item is a fragrance, bacterial reverse mutation tests and chromosome
aberration tests using cultured cells of mammals that use the requested item shall be
conducted and the test results and the judgment results derived from those results shall be

indicated.

Note 1
To understand the contents of the description, it is advisable to check the FSC’s Guidelines
for the Assessment of Flavoring Substances in Foods on Health.

Note 2
The chromosome aberration tests using cultured cells of mammals may be replaced with a

mouse lymphoma TK assay, an in vitro micronucleus test, or an in vivo micronucleus test.

3.12.3.1.2  When the requested item is a fragrance, but a genotoxicity test using the requested item
cannot be submitted, bacterial reverse mutation tests and chromosome aberration tests using
cultured cells of mammals utilizing an analogous compound shall be conducted, and the test

results and the judgment results derived from those results shall be indicated.

NOTE 1
To understand the contents of the description, it is advisable to check the FSC’s Guidelines
for the Assessment of Flavoring Substances in Foods on Health.

NOTE 2
When the requested item is a fragrance and the results of a genotoxicity test using an
analogous compound of the requested item are to be submitted, materials shall be submitted
that provide the grounds for determining that it is appropriate to use the test results of the

analogous compound in the evaluation of the requested item.

3.12.3.1.3  When the requested item is a fragrance, materials shall be submitted regarding the
presence or absence of warning structures adopted by JECFA, etc. for the requested item
and analogous compounds.

3.12.3.1.4  When the requested item is a fragrance, the results of bacterial reverse mutation tests
based on (Q)SAR shall be predicted for the requested item and analogous compounds, and
the results shall be indicated.

3.12.3.1.5  All available data on the safety of genotoxicity shall be submitted.
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3.123.2 Repeated-dose toxicity studies

3.12.3.2.1  When the requested item is a fragrance, the classification of the structural class shall be
based on the questions provided by FSC, and the results shall be indicated.

3.12.3.2.2  The study protocol, study results and considerations shall be indicated for repeated-dose
toxicity studies of 90 days and 12 months or more in which the requested item was

administered to rodent species or non-rodent species.

Note 1
The rodents usually used in repeated-dose toxicity studies are rats, mice or hamsters, and
the non-rodent species used are dogs.

Note 2
When the 90-day repeated-dose toxicity study is omitted based on the results of the 28-day

repeated-dose toxicity study or other studies, etc., the reasons for this shall be indicated.

3.12.3.2.3  For the administration groups in the repeated-dose toxicity study, the grounds for their
establishment shall be indicated, as well as the NOAEL derived from the study results.

3.12.3.2.4  The results of the repeated dose toxicity study shall be considered in terms of the
possibility of neurotoxicity or immunotoxicity of the requested item, and the results shall be

indicated.

3.12.33 Carcinogenicity studies
3.12.3.3.1  The study protocol, study results and considerations for the carcinogenicity study of the

requested item shall be indicated.

3.1234 Reproductive toxicity studies
3.12.3.4.1  The study protocol, study results and considerations for the reproductive toxicity study

of the requested item shall be indicated.

3.12.35 Developmental toxicity studies
3.12.3.5.1  The study protocol, study results and considerations for the developmental toxicity study

of the requested item shall be indicated.

3.12.3.6 Allergenic potential studies
3.12.3.6.1  The study protocol, study results and considerations for the allergenic potential study

conducted based on the allergenicity of similar chemical substances, as well as findings and
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usage patterns related to the requested item, shall be indicated.

3.12.3.7 Other

3.12.3.7.1  All available materials shall be indicated regarding the safety of the requested item.

3.12.4 Findings in Humans

3.12.4.1  The report shall include information on allergy-related matters such as epidemiological
studies, research of the effects on health in humans during occupational exposure, reports of
poisoning.

3.12.4.2  Even when quoting from existing evaluation reports or reviews, the source of each test
shall be clearly indicated.

3.12.5 Assessments in Japan and international organizations

3.12.5.1 A summary of the results of safety assessments by the FSC, JECFA, EFSA/SCF, FDA,
and FSANZ shall be indicated.

3.12.5.2 Assessment results, such as statements that “Considered to have no safety issues”, shall be
accompanied by a concise summary of the grounds for setting the ADI as well as an
overview of the assessment.

3.12.5.3  Details of the safety studies shall be indicated in “3.12.2 Disposition studies”, “3.12.3
Toxicological studies” or “3.12.4 Findings in humans” under “3.12 Findings regarding
safety” .

Note

For related substances of the requested item, assessments in Japan and international
organizations, etc. may be indicated.

3.13 Estimations etc. of daily intake

3.13.1 Estimations of daily intake

3.13.1.1  The daily intake of the requested item shall be calculated by multiplying the daily intake
amount of the food product to be used by the amount of the requested item to be used.

3.13.1.2  The daily intake of the food to be used shall be estimated appropriately based on the intake
of each food group in the National Health and Nutritional Survey or other materials.

3.13.1.3  The estimated intake amount shall not be underestimated.

3.13.1.4  The estimated daily intake shall be estimated using the average body weight based on the
latest FSC decision.

3.13.1.5  For requested items used in food products that are likely to be consumed by a specific
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Note

3.13.1.6

3.13.1.7

3.13.1.8

3.13.19

3.13.1.10

3.13.1.11

3.132
3.13.2.1

3.1322

3.14

group, the appropriate estimated daily intake shall be estimated based on the use standards,

etc., and the results shall be indicated.

Estimates based on data obtained using reliable methods, such as market basket surveys and

surveys based on production statistics, may be used.

Based on food consumption habits in Japan, the results of the study on the effects of
overconsumption of nutritional elements and effects on electrolyte balance shall also be
indicated along with other relevant effects.

When requesting a revision to the use standards, additional foods to be used and the daily
intake amount accompanying changes in the amount used shall be designated, and the results
shall be indicated.

When the requested item is an enzyme, the maximum amount added under normal
conditions shall be used to estimate the daily intake, based on the assumption that the entire
amount used is transferred to the final food product and consumed as is and these results
shall be indicated.

When the requested item is a fragrance, the estimated intake amount shall be estimated
using the method specified by the FSC.

When the requested item is a nutrient-related additive, the intake amount shall be
calculated by multiplying the amount of the food product to be consumed by the amount of
the requested item used, the amount of the additive to be consumed as background shall be
added, and the result shall be indicated.

When the requested item is a nutrient-related additive and the intake amount from food
products, etc. is also taken into consideration, the median and distribution shall be examined
as well as the average value, and the maximum intake amount shall also be examined and

the results shall be indicated.

Permissible daily intake, etc.

The considerations of results of comparing the estimated daily intake and the ADI obtained
from toxicity tests shall be indicated.

In considering this, the safety of cases where the same type of food additive is consumed
together, etc., shall also be considered by comparing the cumulative estimated daily intake

and the group ADI and the results of the study shall be indicated.

Draft use standards
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3.14.1

Draft use standards or draft revision of use standards

3.14.1.1  When a need is identified to establish use standards to study the safety and effectiveness
of food additives, estimate intake levels, Codex standards, and use standards in other
countries, etc. and to limit the food products in which they are used and the usage amounts,
etc., draft use standards shall be prepared.

3.14.1.2  The draft use standards shall be prepared with reference to the use standards of other food
additives that have already been established.

3.14.1.3  When revising the use standards, a comparison table shall be prepared showing the
existing use standards and the proposed revisions, and the revised parts shall be clearly
identified by underlining or striking through.

3.14.2 Grounds for setting draft use standards

3.142.1  The grounds for setting the draft use standards shall be indicated based on the safety and
effectiveness of the requested item and its use status in other countries.

3.14.2.2  Materials cited shall be attached as references.

Note

Even when proposing draft use standards, such as the Codex Alimentarius and use standards
in other countries, consideration shall be given to whether there are any safety issues based
on the results of safety studies and intake estimation.

3.14.2.3  When no use standards are set, the grounds shall be indicated based on the materials.

3.14.2.4  When revising existing use standards, the grounds for the revision shall be indicated based
on materials.

3.15 Other

3.15.1  When there are items related to manufacturing standards, these shall be indicated.

3.15.2  When there is useful information in the Assessment of the Effect of Food on Human Health,

this shall be indicated.
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3.16.2

Note 1: The numbers in the left column indicate the paragraph numbers in this Guidance.

Note 2: In the right column, “Additives” refers to the classification defined in the FSC’s Guidelines
for the Assessment of the Effect of Food on Human Health Regarding Food Additives, “Enzymes”
refers to the classification defined in the Guidelines for the Risk Assessment of Additives in Foods
(Enzymes), “Nutritional Ingredients” refers to the classification defined in the Guidelines for the
Assessment of Additives in Foods on Human Health Related to Nutritional Ingredients, and
“Flavorings” refers to the classification defined in the Guidelines for the Assessment of Flavoring
Substances in Foods on Health.

Note 3: In the right column, “New,” “Revised Specifications” and “Revised Standards” refer to the
category of the request for designation, etc.

Note 4: In the right column, “o” indicates that the item corresponds to the category of the request for
designation, etc., while “X” indicates that the item does not correspond to the category of a request for

designation, etc.

300



	03-1. ★R6_分担報告書_食品の安全確保推進研究事業_FADCC改定_20250530
	03-2. 【資料1】食品添加物の成分規格試験に用いる分析法についての留意事項（案）_20250528
	03-3. 【資料2】食品添加物の指定及び使用基準改正要請資料作成に関する手引（案）_20250528
	03-4. 【資料3】改正手引（案）_英訳_20250529

