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Purification and control of low molecular weight hyaluronic acid
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| Cell culture broth |

v
] Centrifugation \ 9000 rpm, 4C, 20 min
v
y Microfiltration | 0.8 um Advantec NA-300 filter
v
] HA Distruption \ French press 12000 psi, 20 pass
v
’Activated carbon column‘ Activated carbon F-400, 6-7 ml/min, DIW
v
| Microfiltration |1 um Advantec NA-100 filter
v
] lon exchange column \ Amberlite IRA 402-CL
v
] UF Membrane | 30k MWCO
v
] Ethanol ppt | 0.5 M NaCl, 2 volume EtOH
v
] Microfiltration | 0.22 um M2 filter
v

] Freeze drying \
Figure 1. Purification process of hyaluronic acid
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Figure 2. HA degradation by Frech press in constant pressure
Cell distruption pressure : 4000 psi, 8000 psi, 12000 psi
sample concentration : 0.4% filtrate of fermentation broth
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Figure 3. Relation of HA yield and impurity in activated carbon column process
Activated carbon : F-400, Eluention : 6~7ml/min

Table 1. Content change of impurity and hyaluronic acid during purification
in ethanol precipitation process and column process

Purificati ; R fHA (%) Protein Nucleic acid
urification step ecovery o %
(ug/g 1%HA) (ug/g 1% HA)
Filtration of fermentation
95.7 276.3 2269.9
broth
Filtration of activated carbon 92.8 46.1 43.2
Filtration of ion exchange 91.2 1.1 0.5
Control data of ethanol
I 40.7 7.7 18.1
precifitation
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