i

Ve ER=0 ~ nW ) .
BEHIIR > U — 2 sy & 8 8 FDA Guidance No. 102
SRONOR BT ¥ b
N ¥ HQ‘\ :C“Q'__S:: e E
Sy ofen 3WFEL R R
“ :‘-.;3” “\S\SQQ DN S
i) B

Draft Guidance for Industry

Elemental Impurities in Drug Products
= 3K o D AR AR

U.S. Department of Health and Human Services
Food and Drug Administration

Center for Drug Evaluation and Research (CDER)

Center for Biologics Evaluation and Research (CBER)
June 2016
Generic Drugs

H¥k [Table of Contents]
1. #&iwlIntroduction]
0. 75 [Background]
A. ICH Q3D[ICH Q3D]
B. USP O—f%AYFIE232>, 35 L TUK233>[USP General Chapters <232> and <233>]
M. H#EEEEIE [Recommendations]
Ao BTAEFITE D NDA, E720F ANDA [E3ES [New Compendial NDA or ANDA Drug
Products]
B.  HTAEESNO NDA, 35 KUY ANDA EFE A [New Noncompendial NDA and ANDA Drug
Products]
C. NDA, FE72iE ANDA TGRS TV RWAEEHEF G [Compendial Drug Products
Not Approved Under an NDA or ANDA]
D. NDA, F7-1X ANDA THEEFE I N WAEZSEIKL [Noncompendial Drug Products
Not Approved Under an NDA or ANDA]
E. &R I1L7= NDA, B L OVANDA ~DZEF [Changes to Approved NDAs and ANDAs]
F. BRI 2 AMY O & HIZBIMR T 5 CE AL [Documentation Related to the
Control of Elemental Impurities]
G. BRI ARHY D EE S HIE [Quantitative Analytical Procedures for
Elemental Impurities]

H. SHTFEINED Y F—3 3/ [Validation of Analytical Procedures]
1. HFHiEEM [Early Adoption]



ERHRIRR > U — X FDA Guidance No. 102

P
e
A
%
i
-:;’_ff///////t
.

LT
-
R

’.-".-".-".-".-:_.-"
=

-‘_:::f pa ///,/
":"..rf / /
P :.-;__. s
T o
A
it

Elemental Impurities in Drug Products

=3 5t D E AR A

Draft Guidance for Industry'

KITA X AR, ZNUBREDOEDE RS TRERTO, KMy 72T 5
FDA(E 721X, YR DBEZ F 7T LD THDH, ZHITE VIS S, a7z 5 HeF
ZANET 2 b D TR FDA, F2ITARZHRT 26D THARV, %48 T HIER.
FITHAOZRFHAT R T 2581, o7 e —F 28325 2 L3 Ahe
Thbd, MOT 7 v —FIZOoN Tk ad BLHEIX. A MVEICETEOART A
HUAHY D FDA AX v 72 ar X7 FE R0,

I. ##%[Introduction]

RAA K ZAZE, KENTHR S T2 AMEFESES [human drug products]®
D IR 72 i [elemental impurities]™ D& H [control JIZEIT 5., EEHINN—F
FAEB— 3 2F[ICH: International Council for Harmonisation] D 3ES T A
A XA QD DFEE —ET D RO MY [ elemental impurities]” (Z-DOx
HERFEHZRUET 20 TH D, RUA X ARIT, BT, AR AR O B
WZBAL T, KERFERIT [USPIOFATIC A O BREFENT L0 it LT D A E FIH
[%=# 5 [compendial drug products] DELERE G LT HTHAH, AUA X U EliL,
FRHZLLFIZOW T OHERFIEZ R L T D

VRH A Z 2 AX, FDA @ CBER & 1#/) L C CDER H1oD 38 i B 5T [OPQ: Of fice of
Pharmaceutical Qualityl]iZ & W ERLE 7=,

2 FULTEE, BRI ORGEAREEILN,

* R EE ; Drug Products @ fEEIL, FD&C Act, Sec. 201 (dd) 12 ZAuiE, —fkic B3R 5L ad)
EHRTLOEERSNL DN, RAA X AT OREN ICH Q3D THY ., %79 L1
FD&C Act ZHEH LTV D b DO TIERWOT, FRECP T, JFHE, 723/ BLT, ERdh
BUF 2 RIS, EHE S ORER) [components] Z & 8T, Drug Products OFRGEIZ, 2T
EHME LTS RICTHERZES 2,

* BREFE ; Elemental Impurities @ MHEEIX. #J 10 HERIAT —~ 72 ICH TEH S TLE
RSN TV LERETHDN, ZOMGE, ER. FITEEROHIL. ICHOT A & A
HIZH S 72 63, ERTIUITCFRED RH D & Fav 2V as, 72 RIS AT
HY ., ADraft Guidance DINEND, AWM ZREORGEE Lz, LL, &
DITA L ATHNEDHABRIZ R > T HGAIL, REDOPRGEEZELTHZ LIZRDHLTHA I,

8 Foxlx, WA X A EMIIICER L CTNDHDT, HA X ADORGIMTH 2%, Fid
@ Web page U = 7 _— UV THER S T2V,
http://www. fda. gov/Drugs/GuidanceComplianceRegulatoryInformation/Guidances/defa
ult. htm

4 USP @ General Chapters <232> FElemental Impurities—Limits and <233> Elemental
Impurities, 3 1K233> Elemental Impurities — Procedures Z&MRE 7=\,
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INEES O EFKEL [noncompendialdrug products] 7= O ETEEHK AL B35 [NDAs] .
£ 72 ISR E A R RS [ANDAs ] 232 19~ % HiE6# [applicants]id, ICH Q3D (i
NHENTND K ) REKRW R AMMIZHOE ED X I [how] FH L2 ITHITR L
DA L iudZe 570, ICH Q3D 12id, SRR R it & B+ 5 7
WD, U ATIZEASNW=T 7 a2 —F [risk-based approach]. B LA % [daily]
WA S5 [permitted] £25% [exposure] W& [PDE; permitted daily exposure]
ZE M+ % [on applying] Z & MR FIHICE EN TV D,

INTEZNZINE O EF T [compendial drug products] DHLIESEE [manufacturers]
Td > TGS S AV NDA, F 72T ANDA O K THiliiz ik S TWZ2 1 [not marketed
under -+ - 1 H DX, FD X 51T lhow] 71X, USP @ — % H & [General
Chapter]<232> DREAR) R AHY) — REE[Timits], I LU BIEL33> DEA
7 Al — SBRIE [procedures], 38X UNEHIE M, EIKA, B8 L OMLHEME
[FD&C ActiZHEH = L3 Tx= DA [can comply with],

NTEBIGOEIAONDA, F I IIANDADFTAHE X, ED X 5 IZlhow], L%,
g BIXOEHEHM O E [changes in chemistry, manufacturing, and
controls specifications] % USPO—XBIE232>, #LU233>, ¥ L U21 CFR
314. T0IZHE 5 72 01Tid, Wil LT iude b7,

KGR ST NDA, E72F ANDA 72 LT, HilRE N TW D A EEADEH AL [drug
productsPORLEZEF L, LD L 9 (Zlhow], AR 2 E BT &),

KRITA K Z21E, IBIER 72 [potential ] AR 72 Al D FEMET — # [toxic datal
ORI, EH T OREARR R A & EHY 5 ) A7 1SN T 7T r—F~Ou |
FE 721X PDE [permitted daily exposure] DFFEDHEEHIH T, ZEN TRV, ZThb
OFFHICEA LTI, ICH QD &Z M E N7\,

RKIA X AT, EWFREIE N [biological products] Zxf4 & 1T L TR,
AFB SN, FIEWFAREIG OFF W ORIROFF A HEEOFTA 1L, ICH Q3D %
ZRITRETh D,

T FDA D H A &2 A%, i O ER AR BT AT 5 b O TR, £0
ROVIZ, FREOBUE, EIRENEHEDNSIH S TWRITIUL, A X AT /O
My ZIZETABEOEBIC OV TR I Nz, #HRERFHEE Mo ETh D,
“should” FFEDMHERIL. MRDOHA Z L ZADH T, MhERed 50, #iEsns
0, BEREIND DO TR,

5 FDA M 452%[monograph] 121, JEEEEAIAH[0TC] & LCHIR SN D ERLN G ENTED .,
M5 CRGZER L THATE /AN EZENL TN D,

6 KHA K AT Lo TEMERSFEHmAFZEE > Z —[CBER] TH /S— &SN 5551, NDA
/ANDA & L THIfl SN2 b D TH 5,
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0. %&%&[Background] L s owE D

A. ICH Q3D [ICH Q3D]

RS ICHT A & 2 AQIDDEEARA 22 Rty [ Elemental Impurities)iZid. MK
MEIEA, 8 X OVEMFEIN [biologics] DIEARNZ2 A MM, 5 L OPDE [permitted
daily exposure] ~D U A7 |\ZEESL T 7 —F 2T 52O OHESEEIEN G £
nTW5,

ICH Q3D Tid, REHEH N D U 2 7 5l 2 T+ 5 12iE, ETHEAR A HY
DOBEFN, B X OEIER 22 &L [potential source] Z HANZ#&AIT 2 Z & [by first
identifying] Z#HELE L T 5, BUESEFIL, AR A MM D42 TOBTERN 2R %
EETLHRETHY, BHAIZ [intentionallyliNz b7z L 9 728 [elements] .
B L OEIEMS O [prepare (2T 25 &4 [material sSHIEERIDFET D H D,
RUERER, EIIBRRmER Y AT LA OEBENICEASh DI ERNET N D, £2
T, BEEE T, EERLOTIHEET D THA 5 AR R AWM O L~V &K ERIC
DEFBEL, FHITRETHY, EIT TSNS [predicated] L~/L D ARHIMIT,
MESL ST PDE LB SN D RETH D, b L. U RTFHEIZ IV TEAR LA Wi
DL~LH, —H L Tlconsistently] FELEME [ threshold] LA FCToH Y | (B [drug
product]H1® PDE @ 30% & BIE STV D, ) Kk&T 5 [fails]3HE 12T, BMOE R
1%, BRI 72 AN O L~ 173 PDE Z i L7\ 2 & ZARFET 5 7o OITHENL S 415~
XThsd, INOLOBMOERL, TREHE LT, ERERMN, 2032 Ok
WO G EN DX THD, ICH Q3D Tlx., E7p o 7= 5 A [dosage forms] .
B R 7 G ORE I BT 20 b AR, FEERFRE IO L CEA T v a v e
L Thfeim L TV D,

B. USP O—fRAIHE232>, B L 1K233> [USP General Chapters <232>, and <233>]
USP Tl. —#xA972H1E [general chapter]<232> FeARA 22 AR 54 — FRE [limits].
B R OR23DITEEARR A — R BRik [procedures] T, AR R AHMITTTT 5
Bl Z2BRE, BLORBRIEZEA LT, ZnooFE L T—F, (1) EFELOERK
i R ORI R OFFRIRE LR ET HZ L. BLON(Q) EHELOF O IR
R DOFERNZ AN D T 1E A BURRI 22 30T IR IZ B $ % [update] Z & Th 5,
USP (% ICH & BREE 72 /E2 24T\ ICH Q3D D #7272 — XA 72 a8 * & 84 [align] L7,

FERE R AR A XA HIG | ICH Q3D DJFE SR X A2V A, 2 ZIZFER#ED New General
Chapter with ICH Q3D 1%, 20154 9 AIZ FDA £V Guidance for Industry “Q3D Elemental
Impurities” XA ML TRITENTEY, ZhEasRahizw, LarL, KRILOLIF
DFEHDO A TIE, NEEZHRIELS Z L IZRETH Y . LUFICh/NRGE 24l 2R F i L
U THIA L7223, 53R SCIE 80 EMDZ KRB R ThH U | 2438 < PMDA £V ICH DL
DRINDFATEND & TFRT DO TEHMEI, ZhE2BRENTU,



