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Microbial Limit Test Method of Deferasirox Dispersible Tablets

NIU Zhendong, HAO Yunwei, LIU Wenjie, JING Liangyi, GAO Chun, YANG Wenliang(Beijing Institute for Drug
Control, Beijing Key Laboratory of Analysis and Evaluation on Chinese Medicine, Beijing 102206, China)

ABSTRACT: OBJECTIVE To establish a microbial limit test method of Deferasirox Dispersible tablets. METHODS
According to the fourth volume of Chinese Pharmacopoeia(the 2015 Edition ), general rule 1105: microbial counting method for
microbial limit test of non-sterile products, general rule 1106: the control bacteria examination method for microbial limit test of
non-sterile products, general rule 1107: the test method for suitability of microbiological limits for non sterile drugs. Several
methods were tried in the suitability of microbial limit test. When the samples were diluted in pH 7.0 sodium chloride
buffer-peptone solution (containing 3% Tween-80, 0.3% lecithin) and were made a 1 in 500 dilution (the total aerobic microbial
count), 1 in 50(the total yeast and mold count). A plate method was used in the total aerobic microbial count and the total yeast
and mold count. The direct inoculation method was used for the detection of Escherichia coli(500 mL TSB). RESULTS The
recoveries of the five strains were from 0.5 to 2.0. CONCLUSION The method is suitable for the microbial limit examination
of Deferasirox Dispersible tablets.

KEYWORDS: Deferasirox Dispersible tablets; microbial limit; verification and evaluation of methodology
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B 7246 (SANYO);  HL #4 ik 2h 3 723 K 1 48 (1L AR BT
#); PL2002 HLF R (HERe#)): Max Q 6000 fEIE
$Z K (Thermo).
1.2 iz

y T E B A(ER AT XK, #t5:
108/109/903; ¥ik%: 500 mg).
1.3 JEopdt

JERE K SRR RS R (5. 151210). JBg
KGRI 7R 5(TSA, #it'5: 151210). ¥ IKHE
HIPERAR R RGOS 151210). Vb T %0 B g
R IR FE(SDA, #t5: 151210). 2 YR KRS -3
(5 151210). & BB NEEE TR LGS : 151210)
B B AL ARG R ST A R pH 7.0 Sk
BN-BE E RS ITR (FERE R, BRI B AR B 5T
AFE, 5 141213); 0.9%FALBES R (A K &
Puzs, fit5: 1501273201); pH 7.0 &ALAN-5E %
L2 3% 1L ALHEE 80 Al 0.3% K = URmENE, it
T 151217). DL ESRFRIEMHES BB HIHE S .
1.4 FHHb

& B0 F & OER Staphylococcus aureus
[CMCC(B) 26003]. #i&4t M "0 % Pseudomonas
aeruginosa CMCC(B)10104] ~  # &L 2 {4 #F
Bacillus subtilisfCMCC(B) 63501]. [ ff & Bk &
Candida  albicansf CMCC(F)98001] . 2 #h %=
Aspergillus nigerlCMCC(F)98003] . K iy % 75 14
Escherichia colil CMCC(B) 44102135 5% 3 18, ¥
T A A o 2 S R I AR
2 HEESHR
2.1 B

PR E 25 8L 2015 FERRE SR, FERh 4 K (R

®1 BREAEAMLES

TIRREE . BARA M . RS R R . KR
T I RS A 10 mL JEES K G A 35 97
Ferp, 33 CHEFR 24 hy $Mh O U BR TR R R
FEPZ 10 mL ¥ IR A PR RS 7R ik, 23 CHE
% 24 ho EIREEFRVIF 0.9% FALHNIE SFHR 2 5 #
Bdl ™ 1 mL & H N 50~100 cfu Fl
5000~10 000 cfu T 2K . 2250 8 th 2 103 e 1
TR A VY I &) WE IR R G 7R 2k B, 23°CRER
7.d, IMAE 0.05%%R 2418 80 1) 0.9% F AL AN 5T
W3 mL, KT m, SEFLRERTERE
T IRE N, FHH 0.05%% hZLHS 80 1 0.9% 5 Mt
B S Ay R BRI B 1 mL B R
30~60 cfu A1 3 000~6 000 cfu [ B 2 -

2.2 IO EIE RS

221 MU FRAELE A AR B “2.17 TR
BIFM SO A ERE . B A . A
TOFFE . AESERE. BMlEERS 1 mL30~100
cfu), ZANENTCE I, SZEIEIE TSA #5373
5, HHRRIETATH % 2 AP, JRA), KR,
B 33 CH:ge, Hih & omaEake . S
AR AT B 9 3 d, A ERE A SR il 25
BFE s d, s AR e ekE . BithE
B 1 mL(30~100 cfu), 43 BVEANTE T,
SLHMEE SDA Rigdk, I E AT RIS 2
P, VAT, EEE, B 23 CHigR 5 d, ML
FHRH I B0 HE 5 7 6 B A A 85 R B R AT B iR i
5. BRI R IR X R R
B VTR FUABAE 0.5~2 JEFE N, HEEES
KANE X HRBE IR R B 78 — 5, ANZRE 7R 05E H
PR AR EHE. MESENE 1.

Tab.1 Suitability methods for microbial enumeration tests- culture media
3 TSA i3k SDA ;72 4k
H SIEME IR HSER G A SEA AT T B SRERES N Eyiii [ERERESIN: ]
of R B 9% A 1 75 49 46 52 60 50 72
2 75 50 54 56 65 53 73
S35 75 50 50 54 62 52 72
Wk 3 97 4k 1 69 51 53 56 64 52 69
2 69 48 51 55 62 48 67
P 69 50 52 56 63 50 68
LE A 0.92 1 1.04 1.04 1.02 0.96 0.94
WA RN RE 5L —5 — —5 —5 —5 — —
25 S H i FrE e e e FrE e FrE e Pt e P e
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2.2.2 GRS HUA S 10 g, B0 pH 7.0 B
FALEN- R A EZ M E 100 mL, JREEZE MR
B, wIE 1010 A, BROAHEAT A
BUAEL 10 g, IS 3% % 1L A4S 80 F1 0.3% K = 5
WG pH 7.0 TW & L8-E ARl =
100 mL, #R¥E B AR5 80957, HI 110 1
B, 1010 R 20 mL, IiE 3%
Z41E 80 F11 0.3% K IR #EIE 1) pH 7.0 JG B AL 4A-
EE PR 80 mL, BIS4 1 1 50 A A, B 1
50 MRV 10 mL, M0 3%5R thiZ s 80 A1 0.3%
KEGIBEARN pH 7.0 T &AL AR il
90 mL, BN 1 : 500 ffEik .
2.2.3  CPILEEMEIEE)
2.23.01  FEHE KA AT S AL S A
T B A 0 AR K VR R R A1 B Ak A P o 25
BB IR ZH . B pH 7.0 T B &AL BN- 25 A i 22
PR 10 mL, A0l 8 5 B350 TR 0.1 mL(4H 1R
P BEBS 500~1 000 cfu, % 300~600 cfu), VR,
% 1 mL AR & &N 30~100 cfu. 737l HL
W 1 mL yE L, g A 22 (15 B A
I BRI A 10 mL A 847 (a6
B 0.1 mL, JE24), B 1 mL JEML, 5% 7 A s
o BEHRE A 10 mL A1 E IR 48 57 1 201
W 0.1 mL, V&%), U1 mL yEIL, W5 75 5 A % B
B
Bk IR B “2227 TR 1010 [t
R 10 mL, JIAFRER 0.1 mL, 7827, HU1mL
VEIL, FERH R 264 T REFR, I A3 A R 1
5 S PR S B T R L B M e A5 R R 2.
TR0 2H A V& B 2 R o B A R BB S e

®2 WRLHMAENT FERAEKBERFENE)

RO B ZH B B EEAEL B TE 0.5~2.0 Y, 3 2 AT LA
Ei, RH B EBAT ARSI, &
B A ER B . R AT B B R 1
A RARF G EZ M 2015 SERRPYFE@EM 1105
ROBESR, 5 W% Rl oek A A A A
2232 WREMAFAERH A EZ S 2015
PRI 2 9 I A X 00 B 1 S VL R R
ey ORIV TR PR VR DA R B TT IR I
N TET AR, ARIA S 7 A ) 4%
R T MRBE A R R ORISR 3R LAY
fis 80 A1 K T U AR s o B R R, 25 A
I AE VPR A, B AR N 1 0 50 F L
500.

RIS : U1 : 500 BAEAR 10 mL 06 2% 47
BRI B 0.1 mL, JR2), B 1 mL yEIL, %2 7
AREE. HECL 50 A 10 mL A IR &
IR EBE R 0.1 mL, &%), B 1 mL R, 9
75 T A B A A

AR A . B “2.227 TR 12500 AT T :
50 MR 10 mL, JOAFERER 0.1 mL, W25,
U1 mL VEIL, EAHSIA 260 NG, e gl it
AR 5 A B B B T AN R R R e A
RIWE 3,

FRREFIXS B4 . U 3% 1 ALHE 80 A1 0.3%
KIGYNBERR pH 7.0 JC B S AAN-5 1A BR 22 vl
10 mL, HIAHAFF8 m 0.1 mL(4HR . B
BEER 500~1 000 cfu, T 300~600 cfu), R, fiff
& 1 mL # B R 3 & 30~100 cfu. 2 A HUHL
W1 mL VEIL, 8 A B 3E B A e 25
W& 4.

Tab. 2  Suitability methods for microbial enumeration tests (general methods)

_— Wl B B [B] i 2 L AE
108 109 903 Mgl Mgl 108 109 903

O A BRI 0 0 0 0 63 0 0 0

il B 2 FOAT B 0 0 0 0 107 0 0 0

A 2B T B 40 38 36 0 59 0.68 0.64 0.61
I Bk B (TSA K577 5E) 20 30 20 0 94 0.21 0.32 0.21
Bl B2 (TSA R 973E) 20 22 20 0 46 0.43 0.48 0.43
A2 2R 1 (SDA K97 55) 16 10 16 0 102 0.16 0.10 0.17
il 2 (SDA B 373E) 18 20 19 0 41 0.44 0.48 0.46
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T3 WHEABBAN T EERERRER FERE R R A
Tab. 3 Suitability methods for microbial enumeration tests (a combination of dilute method and neutralizing method)
" iR 32 B B R L E
108 109 903 Xof 2 X HEZH 108 109 903
4B (0 & BRI 63 61 63 0 63 1.00 0.97 1.00
il B 2 FRL R 1 105 103 102 0 107 0.98 0.96 0.95
R AR B L TR 48 56 55 0 59 0.81 0.95 0.93
S TR (TSA B3R 58) 90 83 82 0 94 0.96 0.88 0.87
i B (TSA 197 3%) 41 43 42 0 46 0.89 0.93 0.91
M E & BR B (SDA 5197 4E) 85 91 88 0 102 0.83 0.89 0.86
25 (SDA 177 3k) 35 40 38 0 41 0.85 0.98 0.93

R4 HEAGAREGRENSFEABER
Tab. 4
neutralizing agents

Efficacy and toxicity for microorganisms of

7S TR A R B2l [l iR bl
LB BRI 65 63 1.03
Fili 55 25 FR AT TR 111 107 1.04
i AP S P TR 60 59 1.02
H R ER B (TSA 1532 58) 93 94 0.99
i B (TSA K5 975%) 42 46 0.91
M & SR # (SDA 1 77:3E) 101 102 0.99
1175 (SDA K 973k) 42 41 1.02
2.3 I T VIS A
231 FHFEAEHEFREEHERSE FZHEI

Wiz e A K RE SR e IR & : BEFPI<100 cfu
(19 K W 352 A TR T WA i o B R B e e, 7
42 CHrFE 24 h, SR NEE 5. #HM =100 cfu 4
TR A ER B T A 8 7R SR B R R e, 7R

33 ‘CH45% 24 he

RN IRAE KRR R s H
BATE D BRI <100 cfu 1)K B T ke s
FREEFX fEEE TR, 7E 33 'CHEFE 24 he
232 KhpnAwtd Al 1050 4t
PRI 50 mL, B JENE K &R A 7545 500 mL 1,
33 CH;% 24 ho

BT B2 HUORR R 50 mL, B RS K G i
WiAREFREL 500 mL o, 33 CHE;9% 24 h.

FEPE X HEZH: B 1 0 50 A5l 50 mL, B RS
K G EBAR R 753, 500 mL o, i <100 cfu 9K
iR 75 #, 33 ‘CHE9% 24 he

S R R 1 mL, INEEZEILA
100 mL 1, 42 C}i7: 24 h J5, P mlkig T3 5
IR AR b, 33 CHEFE 24 h, WEEEERIEE 6.

x5 EHELEAERLEARRESER
Tab. 5 Suitability method for the control bacteria
A=K A e Y Ea
< W 751 ' R
fH & G X IR 7R A [JZioenei=rd Xof i R [ isearisrs Xof i R [ isearisrs
Rin¥kmE  ZREIAE  KRIGRFE + / / / /
SO E R / + + / /
FZHEIBNE KR a + / / + +
4 it Brea e
He R v R, 7 RoRBARS, 7 RRAERM.
Note: “+” means growing, “—” means not growing, and “/” means not required.
F6 ARAEBAENT EERERXRE
Tab. 6 Suitability method for the control bacteria Escherichia coli
By frslin gl iER e N I3 1 e B
nore 108 109 903 108 109 903 108 109 903
E IR Bl B bRTE EiH bR bRTE B bR bRTE
& YRR 7R3 D KA KA KA R KA R KA B KA B KA B KA B KA B
FAEK HEK HAEK FAEK RIS HAEK HEK HAEK HAEK
YRR R 77 3% Y B HIE bRTE T VR UL B beRT bRTE
= BEYL I AR R 3R L ) RAH REH KA E A BE A% A HE REH KA E KA TE
HAK HAK HAK LS ES LS HAK LRSS HAK

FE:VER 11 10 HHRIK 10 mL, B RS K SRR RS IR A 100 mL b, BT IR IS L PR 1 1 S0 (KIS0 mL, RS K R4 5 3R 8 500 mL

e, BERERB ARG

Note: "The results of 10 mL 1 : 10 test solution was placed in 100 mL Soybean-Casein Digest Broth; “the results of 50 mL 1 : 50 test solution was

placed in 500 mL Soybean-Casein Digest Broth.

T EBACRI 252 2019 4E 1 H 55 36 555 1 3

Chin J Mod Appl Pharm, 2019 January, Vol.36 No.1

.39.



3 g

TCEE B IR P A 9 2 38 P R 06 B SR
RSP ML, R B2 24 i %o i A 0 A i P 410 ) 4
F, FHE A E 258 2015 SERRAI B R 24 T LR 7
ETH BRI P, 4G A 1R 700 BR B2 A
WERSCKR MRS, SR YEA R bR, DR AR S
WesG A 1 AL,

MRYE SRS, Hhb 2 = AR 4-[3,5-—(2-F%
FEREE)-1,2,4- =M1 LR PR, H T A
FebE, pe HE AR M. BT R R B 3 2
T I EE LEEE, AT v 807 & A
WRIGHT, SR F 5 BT R R R R (pH. 7.0 &
BN- R A RO VR LRI R, ik, 25
FE A F R BRI AN HR RN (3% 58 1L 2 g 80 A1 0.3% Kk
TONEENRE) pH 7.0 TG SAEA- R I RS R X
FH B9 75 030 AT T 507 7208 A AR T, 45 R AR 6
PRI R ] AT 26 LU AR 8 381 24 ML SR ) 0.5~2.0 2 (8]

I 245 8 2010 RGN TR < 27 B AN IR R R S 2L
THEOTEIE, SRR 4 R A 3 VR o () B
InrEss R, ARIGMUERTFRIE, 1 2015 4ERRZY
R — IR BRI BRI RS,
B — 5 B AR AREN I, 8 E E 3 neEi
G Z A G L SRAS AR E W E &
T 56 B AR (10 [ WA 2 LA 5 52 Pk IR 7 6 2 5 g
T B 2 W AR D I sE e, AR 2 TR I B AR
VI RE N B S B R

I 24 88 2015 4225 55 [ 245 BT AE ) PR
FERG B AT T E bR R, K anE T B
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BT BB SO 7 A B 8 B BB
S THEUT RS R R EIT O TSA A1 SDA,
HERIE FRBRAALE, TSA BT DUkl 4 5 2
A A AR R T, A BN RL S SRR
BORLAANBIRALL, SDA A& T R &, Bk,
MmN (E TSA EHE 5 Tk, WEARRUTE
FEED,

ErE IR QIRFI= i Ti0 SURYiSrs L (K ANl
DAL e A 6 11 9% T B30 VR SR R R v R R RS R
R, P T e R MR K 5 iR AT o ASHIE ST AT
AN [FL RSB 3t 4z 2 7] S5 fi B 2B W R A 2 92
HE%,
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