APP-0200-003

APPLIC “,j)ﬂ J“‘ 91‘ 5
s
Hods 5 AREM E4HEN)
9195 =9 TtFEHl EFI(EP-ICH

“International Conference on Harmonization of Technical

Requirements for Registration of Pharmaceuticals for Human Use”
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1. United States Pharmacopeia(USP467)
“Organic Volatile Impurities(OVIs) in Drug”

2. European Pharmacopeia(EP 2.4.24)
“ |dentification and conftrol of residual Solvents”
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Class | : Solvent to be avoided (AI2E Z2XI0H0F & £10H)
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Solvent Concentration Limit(ppm) Concern
Benzene 2 Carcinogen
Carbon tetrachloride 4 Toxic and environmental hazard
1,2—Dichlorocthane 5 Toxic
1,1-Dichloroethene 8 Toxic
1,1,1=Trichloroethane 1500 Environmental Hazard
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Class Il : Solvent to be limited (XIS &S A XI0HO0F & £0H)
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Solvent Concentration Solvent Concentration
limit(ppm) limit(ppm)

Acetonitrile 410 Methanol 3000
Chlorobenzene 360 2—Methoxyethanol 50
Chloroform 60 Methylbutylketone 50

Cyclohexane 3880 Methylcyclohexane 1180

1,2—Dichloroethene 1870 N—Methylpyrrolidone 4840
Dichloromethane 600 Nitromethane 50
1,2—Dimethoxyethane 100 Pyridine 200
N,N—Dimethylacetamide 1090 Solfolane 160
N,N—Dimethylformamide 880 Tetralin 100
1,4—Dioxane 380 Toluene 890
2 —Ethoxyethanol 160 1,1,2—Trichloroethene 80
Ethyleneglycol 620 Xylene 2170
Formamide 220 Hexane 290
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Solvent with low toxic potential (=
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Acetic acid

Heptane
Acetone Isobutyl acetate
Anisole Isopropyl Acetate
1—Butanol Methyl acetate
2—Butanol

3—Methyl—1-butanol

Butyl acetate

Methylethylketone

Tert—Butylmethyl ether

Methylisobutylketone

Cumene

2—Methyl—1-propanol

Dimethyl sulphoxide Pentane
Ethanol 1—Pentanol
Ethyl Acetate 1—-Propanol
Ethyl ether 2—Propanol

Ethyl formate

Propyl Acetate

Formic Acid

Tetrahydrofuran

Class 1V : Solvents for which no adequate toxicological data

was found
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1,1 —Diethoxypropane

Methylisopropylketone

1,1—-Dimethoxymethane

Methyltetrahydrofuran

2,2—Dimethoxypropane

Petroleum ether

Isooctane

Trichloroacetic acid

Isopropyl ether

Trifluoroactic acid
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