P 2624 2 2019 4F 3 45 44 35565 3 1) 355

NXEHRS: 1001-8689(2019)03-0355-07

FEEEM A E ZBRIGHRETMN

Iz A A ?*Fiﬁ
(MRS IF R, A KE 050000)

HE: Be ZREZRIMSER, 0 EAASRSEAEMRESRATEZHRRNRE. 55  EEFRERE SH
RUERF ML &, N E P JEDRAN 57 HEHh B RE AT R 06, IR pH B AR W S ESNHEEE, O E R
R ER L. £55R ﬁ&%ﬁ@%%m%ﬁﬁwmm,Aﬁﬁﬁww,ﬁ?ﬁﬁ%ﬁ%%ﬂﬁk%&ﬁﬁiiﬁﬁﬁéﬁo
AbJ7 RERAR 5 AN AR S, APl IR, SIS ERNIR AR, AR AR R SR R ERR
PIRIEFJERE, WU 2% R KR 5 S5 AT T b . 53R HmlWﬁ&%ﬂ%%ﬁﬁﬁ%%ﬁ%#%:%ﬁﬁ@ﬁ%ﬁ*
AR, BUWIATARHEIE T A AR A, IR R AR R, BT IR ARSI vk AR b O B A AT
SE3%, LMRREFT R

KR BRI B RWREG MEA AR RES

FES%ES: Ro17, R978.1 XHKFRERD: A

Quality assessment of domestic lincomycin hydrochloride eye drops

Wang Qiang, Li Xiang-he, Gao Yan-xia and Pang Wen-zhe
(Hebei Provincial Institute For Drug Control, Shijiazhuang 050000)

Abstract Objective To evaluate the suitability of statutory standard and the quality condition of lincomycin
hydrochloride eye drops of different domestic manufacturers. Methods  According to the legal standard tests and
exploratory studies, 57 batches of preparations and domestic raw materials were tested. Through the investigation of
the pH, related substances, bacteriostat, the content, the quality differences among the domestic preparations were
analyzed. Results  The pass rate of quality was 100% using the statutory methods in 57 batches of preparations.
Exploratory research found that prescriptions and process parameters of some manufacturers were unreasonable. It
was found that the incompatibility between thimerosal and sodium chloride and excessive high solution preparation
temperature would cause the degradation of thimerosal, which has potential safety hazards. The main impurities of
lincomycin hydrochloride were derived from raw materials, and the sources and structures of impurities were studied.
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Conclusion Overall, the quality of lincomycin hydrochloride eye drops at present is generally good. The statutory

standard needs to be improved such as revising related substances test, adding control of specific impurities, and

revising the bacteriostatic agent detection method. In order to improve the quality of products, the manufacturers

should improve the prescription and optimize their production processes.
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Tab. 1 Mechanism of action of bacteriostat, antibacterial activity and incompatibility
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Fig. 2 Boxplots of the thiomersal content

A AR BERARL, B S AL SRR R % 8 b Ty &
HATIR A, B EEMMN R P A 2 o = A 1 T ) A2 4k
THOL. SRR E, WIRFM T A S BMIR K R
R ARE, AR POE M, REE S ERER
94.9%, FEPEERRAAR 2, SEN 0.5%; TR
R 2 )5, IRIIREIIEAT, 24h BEMREAR 2 & EIE
Wk, PR BRI 1 A A s 9ch, BRAIK
B fil N 47.3%, BEMRATR 2 & R FEAEN 0.3%, BEfR
HT 1IN 2.6%, FErEAE ARG BT, VR 3.

K H LC-MS/MS V£ I 5 55 10F J4 Jot (1) 45 84, &5
RO, FEMEAR T 2 1) — 2B (m/z 304.8[M-H],
153[M-C,H,0,S]") 5 2,2'- AR — 2 F R o HiE s Jog i
B — 2, HEWTZA N 2,2 RS IR, VE LA 4.

225 M R SCHR 778 9, TEBR AR K M B i v
AR IKBAT AN, BT WR 2- TR K R,
W eI WA Rt IR VA O RE 5 R B 2k
1 PRI TR A R AR 2% R 1 I — 5 (m/z 184.9
[M-HJ, 120[M-SO,HI") 5 &% i 1% 18— 2, HEr
Ffize)in 1 o 2- RS R, LI 5~6.

MRAE BRI, HEW [ RO AR g BRI oK AR &
CANAEAE R 25 AE T B BRI N Ak & 5
Ko MAKMRA BERE AR, SR RB AR
ER 2,2 ZRAR R HR. 2,2- WA K HRLE

100 3.0
- [ -
90 - GREHIZR -
—m— %) 2 S F2.5
o4 \_\ —m— %Ei 1 // I
30 J \ S =
H\_/, | . - [ | 2.0 %
N 70 4 N _—
= l—-'__':' %
=2 ] F15 —
52 604 / - | e
_f' ] 1.0 .ﬂk’
50 ‘ -m |
404 IT’—___.___. -— 0.5
- ."r -
u
30 . - T ~ T . T ~ T 0.0
0 24 48 72 96
t/h

B 5 Bibok S B AR AR Ol
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Tab.2 The impurity sources and results
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Tab. 3 Results of optimum column temperature for different chromatographic columns

TR i R Hrk GIEHR /C SERL il EAHAR A5 o
Thermo Acclaim™ 4.6mmx250mm, Spum 42~43 2.0~2.5 1.8~2.2
Phenomenex Luna 5u C,g 4.6mmx250mm, Spm 46~47 2.2~2.4 2.0~2.3
Inertsil ODS-SP 4.6mmx250mm, Spm 48~49 2.1~2.5 1.9~2.2
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