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R \?fﬁeﬁi f %ﬁﬁ? v’vhiﬁsl YllﬁlCo‘tsiclj ?g%jwﬁz; freel HEmA
* Appearance saliibile hungss. Bk sl ? Y White powder
FEEER L AR . FrEE RIS R RA .
A. It complies with the requirements described under It complies with the requirements
Assay. described under Assay.
B.Anti-FXa/
Anti-Flla 0.9~1.1 1.0
WAZTE2.04ppm. 3.27ppm (FXT)+ 4.34 ppm. 5.22ppm | 7E 2.04ppm. 3.27ppm (&%)« 4.34 ppm.
5. 42ppmAbFEEFF R BIE) E 18, R ZEFE+ 0.03ppm | 5.22ppm F 5.42ppm AFFTEAF R BARD £
s R B R T R R AR AR R AR | &, REEFEL 0.03ppm P REALVE
'H-NMRil, BFESERTIE—E TR IR | B5x i AR, IF IR 555
FRAEANGRE - 7£2.08+0.02 ppm AL AT REFF EBRBR BZ KA | BEARML. 7E 2.08+0.02 ppm A7 7ERRR
U&; #£0.10~2.00ppm. 2.10~3.10ppmAl 5.70 ~8.00ppm | f¥ Bk & & ; 7 0.10~2.00ppm .
XIFEAG A LE LS. 42ppmi& F4% {5 5 s WAL | 2.10~3.10ppm F1 5.70 ~8.00ppm XIHA
SR INFFAE L BE ;s TE3.35ppm~4.55ppm[X | FEAEREIT 5.42ppm MR 4%HIES; 7%
BT R(E S RE TR . BV ) ()5 5 HHILE 1.18ppm FHifL .
s The large heparin sodium signals must be present: The large heparin sodium signals is
Identificat . 2.04ppm, 3.27ppm (doublet), 4.34ppm, 5.22ppm and present: 2.04ppm, 3.27ppm(doublet),
0 CEWEAH | 5.42 ppm, all within + 0.03ppm. The H-NMR spectrum | 4.34ppm, 5.22ppm and 5.42 ppm, all
Nuclear obtained with the test sample and that obtained with with in & 0.03 ppm.
magnetic heparin sodium for NMR identification CRS are The spectrum of sample solution is
resonance compared qualitatively after the 2 spectra have been similar to that of Heparin sodium RS and
spectrometry | normalized so as to have a similar intensity; Dermatan | the signal of the peak is similar.
sulfate with a methyl signal at 2.08+0.02 ppm may be Dermatan sulfate signal exists at
observed; no unidentified signals larger than 4 percent | 2.08+0.02 ppm; no unidentified signals
compared to the height of the heparin signal at 5.42 larger than 4 percent compared to the
ppm are present in the ranges 0.10-2.00 ppm, 2.10-3.10 | height of the heparin signal at 5.42 ppm
ppm and 5.70-8.00ppm ;signals from the solvent or are present in the ranges 0.10-2.00 ppm,
process related substances may be present and have to 2.10-3.10 ppm and 5.70-8.00ppm ; The
be identified to be accepted; variation in the intensity of | signals of residue solvent is present near
some signal regions of the spectrum of heparin may 1.18ppm.
occur; the intensity -variable regions are between 3.35
ppm and 4.55 ppm, where the signal pattern is G PHARMACE) ™
approximately kept but intensity varies. x\\,‘?*Q\QD() Q’&@%’ﬁ T %’(
S 3 oy 8
5= QC ¢
U, Sy
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The principal peak in the chromatogram

B 7 98 Y () 32 0 F R B I ) A 0 T
IS5 68 BRIV (c) 2 e R B e 1) — 3
The principal peak in the chromatogram

s D. AR 45 ; 5 ; A
5l L WA obtained with test solution (a) is similar in obtained with test solution (a) is similar in
Ident | Liquid chromatography S 2 N
s retention time and shape to the principal peak | retention time and shape to the principal
‘_‘:a in the chromatogram obtained with reference peak in the chromatogram obtained with
ion ;
solution (c). reference solution (c).
m o« » A e A
E. 8 Sodium s ﬁﬁ fﬁﬁaim s Sl
It complies with the test for sodium (see Tests) Complies
BIEEE: M6, PERTREYs. | BE RORTIEN S
; The solution is clear and not more intensely The solution is clear and not more
IKIEWBEIN R e . hah v
- coloured than intensity 5 of the range of intensely coloured than intensity 5 of the
Appearance of solution . : :
reference solutions of the most appropriate range of reference solutions of the most
colour. appropriate colour.
pH 5.5~8.0 6.6
A
<0. )
Nucleotidic impurities b 032
HER (FfD
<0.59 .059
Protein(dried substance) Do s
—BRER SRR ARG M HIEEARA | —BRER S bk BB 55 K T AR /)
X RIS () P R TEIAR (2.0%) 5 | TR ()0t RIEHEAR (2.0%) ;
—H AR BRGNS VRS T | —R8 IR S v B i,
& e, 1% P o G R A (o) R ARR | 9 I o T R et R O VR () o B R B bk
Test EHREANGRAERETRMN 001 | ENMRABEERER M 001 7

HRYR

Related substances

(0.02% )iz,

—Sum of dermatan sulfate and chondroitin
sulfate: not more than the area of the
corresponding peak in the chromatogram
obtained with reference solution (e) (2.0
percent)

—Any other impurity: No peak with an area
greater than 0.01times the area of the peak due
to dermatan sulfate and chondroitin sulfate in
the chromatogram obtained with reference
solution (e) is detected (corresponding to a
disregard limit of 0.02percent). Disregard any

(0.02%) Ky

Sum of dermatan sulfate and chondroitin
sulfate not more than the area of the
corresponding peak in the chromatogram
obtained with reference solution (e) (2.0
percent).

Any other impurity: No peak with an area
greater than 0.01times the area of the peak
due to dermatan sulfate and chondroitin
sulfate in the chromatogram obtained with
reference solution (e) is detected
(corresponding to a disregard limit of
0.02percent). Disregard any peaks that
during the initial isocratic step.

peaks that appear during the initial isocrati
step. 770G PHARMA C] @
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AER (F&D
Nitrogen (dried 1.5%~2.5% 2.0%
substance)
WEE (F&D
Sodium (dried 10.5%~13.5% 12.4%
substance)
o Jt% Element Li % Co Ni Cu
ju AN
e Eletaefital FREF Limit(pg/g) | 25 1 0.5 2 30 | As:0.001  Cd:0
Test Impurities JtK Element | As | cd | sb | Hg | pb |HeO Pb: 0.01
FREE Limit(pg/g) | 1.5 | 02 9 03 | 05
:F@%E, <8.0% 3.6%
Loss on drying
Y P BER <0.01 IU/4EITa B-FiE ik <<0.01 IU/ Anti-factor ITa
Bacterial endotoxins <<0.01 IU/ Anti-factor ITa U activity U activity
RE = 402pm
Residue solvent =g ,
HRAHE
<100CFU/, <10 CFU/,
TAMC i &
BEVR | BERREE
= <10 CFU/
B TYMC 10CFU/g 10 CFU/g
MIC'I‘O k%%lﬁ% ; TR Negative A Negative
organisms Escherichia coli
UIIE TR Negative At Negative
Salmonella
Pt la B-FiEH
Anti-factor ITa =180 IU/mg 262 IU/mg
wEE activity
activity bi Xa A FiEE
Anti-factor Xa / 253 IU/mg
activity
PN FFRPA B A EP11.0 HESR.
e The analytical results of the substance show that heparin so
Conclusion i
requirements of EP 11.0 standards.

#IE: SHRHEREAREE AR H TS RAEH K.

Note: Hygroscopicity and solubility only be detected in process validation batches.



