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Analysis of Method for Testing and Controlling the Impurity of Crude Drug
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ABSTRACT: The high quality of crude drug is the key to the source and controlling of drug quality. Research and control
impurities of crude drug is not only the key elements of quality guarantee, but also is the important evaluation indexes of
ensuring drug safety and controllability. In this paper, related progesses in rencent years were summarized, including the
classification and analysis method of impurities and so on. This paper also expounds the importance of crude duge impurities in
the inspection and control, it is practical value for drug research, production, storage, transportation and other links to ensure that
the drug is safe and effective.
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Tab.1 The metal impurity and the limit of USP regulation

gk R et PR e
g ng'g

i 1.5 15 0.15 1.5

e ) 0.5 5 0.05 0.5
i 1 10 0.1 1
xR 1.5 15 0.15 1.5
b 25 250 2.5 25
4 250 2500 25 250
i 250 2500 25 250
#H 25 250 2.5 25

e S 25 250 2.5 25
il 10 100 1.0 10
1 10 100 1.0 10
Bl 25 250 2.5 25
K 10 100 1.0 10

EMA 45 S RN A U USP i —K &8
eI, TMA2¥s USP (1) 2 K& @A 3 AN 5
1 RE @ N BA B rEmil, BACmeirsE
M50 1 Fo A B 25 B, BTG 1A WE4: Pt. Pd,
IB W2H: Ir. Rh. Ru. Os, 1C WZH: Mo. Ni,
Cr. Vs 32 K& ANEARZeEHmL, BF
BB E M, @ Cu. Mn%; B3 RERBAE
RN, R EME, W Fe. Zn 5%, Ak
W 2.
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®2 EMA 25 RN AL &8 40 R 5| KA R
Tab. 2 The metal impurity category and limit in EMA
guidelines

I % 5 & i ik 5 5 W N b

PDE/ #J¥/ PDE/ RJ¥/ PDE/
ugd”' mgL”! pgd' mgL!  ngd”

1A F4: Pt, Pd 100 10 10 1 Pt: 70"

1B W4: Ir, Rh, 1007 10 10? .

Ru, Os

1C W4l: Mo, Ni: 100
250 25 25 25

Ni, Cr, V Cr (VI): 10

%22 Cu, Mn 2500 250 250 25
32 Fe, Zn 13000 1300 1300 130

VPt AL PRSI &R ik R AN R e E PR
Note: Pt is six chloroplatinic acid; Dlisted metal residual sum shall not
exceed the specified limit.

& J % BT T 4 SR R 5 42 i ko 40 17 7 R 4
T RS LR, RSN E &R A AL D A eI
SIS R B ESR, ICP-AES(FLERAE 458 1
PR ICP-MS(FRIERE & 55 55 T4 i 1) B &
GFAAS(F 8 5 Ji7 - WU 73 56 ' B2 2% ) ke i i
&R AR e S I R S b
B, R LG EER) R E BT N E B R
THAT B RBRYE, KREE R 7 A 1 fe
J7o W1 Chen ZEP2R FI% 75 46 AR 51 45 o 1) 4
B, G R MIR<1 pg g™, HEILF] 0.01 pgg™
K, 1 BLIECR ik 76.6%~123.0% . 11 Zhao 2
PL Be N WARIGER B HESE RN 555, H
ICP-MS 2 B F2 00 e A0 i AT 225 b vk R ) ==,
Ry PR 0.03 mgrkg ™', i R IF(=0.999 8),
RSD 5 3.5%~5.1%, HIARFEIRERLE 92.0%~96.2%

®3 NEFRRRE

Tab. 3 The limit of antibiotic impurities

23 PUERIR

PR - AOEL Y& R E R EE
BT G2 FAEY R T B AW B AR T 244
FEB LR R, A B REARAE N s AL
AR TR S AR BORSEEL, T AR AE R
WK R R ER B AR S A e i AR TE L. XM 2R i
RERE I A A 2 TR L A B4 (5 L, AR ALY
B IR N, AT S IR T AR 5 P B A A AL S B
b, XA R A DL 5 1 5 S B — A SE it A
g R, RRREM AR E . KR
AU A AR A i R S & A A BEAGH] ARG R 3R
papee=suy - AR il SO PN I C TR
SRR AR AR P T R S ER A
RIAHEL, XA a4 B o7 AR 24
Joi 7 TH AT A ORI RS AR B2, 3B &
TR BRI — Ak 2 B 2 IR A0 B R e
AR, ISV K EE Y, 5k
FEBUmAHE, WMEAAEAR, AhERk. T8
UALERET & S Q UPEEE N e N 12 L S E NN 2
A7 AE R B ) AR o AT 3 3802 M I = A 7
A2, Haifh e E o A, BT R 2R i
MR . B s A AN BRE, B
EMA 2010 £ 7 A R4 I “Guideline on Setting
Specifications for Related Impurities in Antibiotics”
4b, ICH. FDA K% CFDA i R Aidi L &2
AR TR L T TR S . EMA 15 5 5 4R
7O T R I B A B PUAE R A R iR
PREE. %5 MREEABIAREE R T7i%, TEILER 3.

F5 e IR /% 458 IR /% B AR PR /%
J5R 2 75 JERH 371 JERHZ il 51
FH A E 0.05"(<2g); 0.03” 0.1 0.10(% 1 mg)"; 0.05" 0.2 0.15(8 1 mg)"; 0.05™ 0.2
KRB A HUER 0.10 0.15 0.15 0.2 0.15 0.2
K2 Mo PR 0.10 0.15 0.15 0.2 0.50/0.15 0.50/0.15

E: CHRE<2g, THMES2g, OmEME.
Note: ‘Daily dose<<2 g, “"Daily dose<X2 g, () is the minimum value.
I ZAR 2 EN, 5 EHRL &Y 4K % V) AR
KA R HIREE N 0.50%, HoAh A S i (4%
HIBREEN 0.15%. 415 B 5 A B S (R
Y B RS Y)E BH R S Y E DI
5%, WK H HPLC/MS 43 HTi 80 HPLC/ iR A B4
Fksr I 25 BUAE 23 B AR IR T DAIESE s 2R 520 #r
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LC-MS BEFH AR LC M2 & hE /1A MS
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Jii B (HDE-MS)3 2K, 755Uk 18 4 i 20 b o
A5 ) AR R T A R 4 R (1 45 44 o L 250
% FH B w ROTORE - = BRI 4% FF RO R R R
(UPLC-MS/MS)#ff 78 AR AV T B 2% o 1%, HEH T &
B=>0.05%[1 12 MERNEEH . 2%l s j
T TR B - DU AR AT AT B 18] 5 3% vk 4 AT S e
VE R B % B M2 ok V5 . HaRigaya 2 BHR) A
HPLC-ICP-MS £l 22 % b Ak b 3% B 28 ik 4% i . LC-
MS B AR B2 B A0 R R 24 i e o
TR A BRI PR, NI R B B A
R R AR AR PR R AR . 2, LC-MS
PCFHBARG G uE R “880” RefiE, AT LAPUE
WAL AT Z, IR 4T a8, xRk
2 2% T B 8 SR P,

GC-MS BXHH A BA mik Bt m R BUE &
THEBNEMGEEEMS, FINEELERN
ZHMREY R RS IEME . EESHT, X
A WL R 2 S5 R Bk B 5 700 00 0 S A S T st )
T H.. 1 Zhang Z£PRIF] GC-MS X BRI 254 5
(IR & o AT, A A T 44 0 IR BR £ - Razborsek
D8 T R RKIEERACHE . =R, ARE
TR B 26 P RofasE v, IR GC-MS ik
IKIEE BRI B =, @it MS 1R 5 1R IS
BRI R, 45 R SR e — B R 7=
R ok % A TR

LC-NMR BXHEARERG LEME®R. #EH. R
S, FHEH T ARMAFRAP . W Pan
2D ) LC-NMR B $ R % 51 TCH346 1 (1 B%
fift 2= )i » Murakami fil Provera Z£M%*1¥% LC-NMR.
LC-MS iz F T NK1 #5155 GW597599 Ji Al 2 7 2%
JiR G5 K % E . Novak 25 M2 H 45 B A5 5K 1
LC-NMR BEH B AR E L E WP L EH Y
Icofungipen MIARFIZ T, FHE M T %R0

CE-MS BXHHAE S H T o e a7 5
SRR AT . A R R R
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ZHAE . T Zhao M1 Du 25130 F i ok B 410
HLVKTE 2R B S H AR M T AL BRI A 70 2 R
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o i e 2 1 ) R
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