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http://www.ich.org/fileadmin/Public Web Site/ICH Products/Guidelines/Quality/Q3C/Q3C
R6 Step 4.pdf
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namd>210 n"v APPENDIX 1. SOLVENTS INCLUDED IN THE GUIDELINE
http://www.ich.org/fileadmin/Public Web Site/ICH Products/Guidelines/Quality/Q3C/Q3C
R6 Step 4.pdf
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Table 1. - Class 1 solvents in pharmaceutical products
(solvents that should be avoided)

Solvent Concentration limit Concern
(ppm}
Benzene i Carcinogen
Carbaon tetrachloride i Toxic and environmental hazard
1 2 Dichloroethane 5 Toxic
1 1-Dichloroethene B Toxic
1.1 1-Trichloroethane 1500 Environmental hazard
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Table 2. - Class 2 solvents in pharmaceutical products

Solvent PDE Concentration limit
{mg/day) {ppm)
Acetonitrile il 4l0
Chlorobenzene 36 360
Chloroform 0.8 60
Cyeclohexane 35.8 3880
1,2-Dichlorocthene 1.7 1870
Dichloromethane 6.0 600
1.2-Dimethoxyethane 1o 100
N N-Dimethylacetamide 10.9 1090
N, N-Dimethylformamide 88 830
1.4 Dioxane 38 380
2-Ethoxyethanol 16 160
Ethyleneglycol 6.2 620
Formamide 22 220
Hexane 29 290
Methanol 300 3000
2 Methoxyethanol 0.5 50
Methylbutylketone 05 50
Methylevelohexane 1138 1180
N-Methylpyrrolidone 5.3 530
Nitromethane 0.5 50
Pyridine 2.0 200
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Sulfolane 16 180
Tetrahydrofuran 72 720
Tetralin 10 100
Toluene 89 890
1,1 2-Trichloroethene 03 0

Yvlene* 217 2170

*usually 60 per cent m-xylene, 14 per cent p-xylene,9 per cent o-xylene
with 17 per cent ethyl benzene
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Table 3. - Class 3 solvents which should be limited by GMP

or other quality-based requirements
Acetic acid Heptane
Acetone Tzobuty] acetate
Anizole Isapropd acetate
-Butanal Methyl acetate
Hiutanal ety Lutanal
Butyl acetate Methylethykztone
serHutylmethyl ether Methylizabutylketane
Cumene HethyH-propanal
Dimethyl sulpharide Fentane
Ethanal |Pentanal
Ethyl acetate [ropanal
Ethyl ether Hropanal
Ethyl farmate Frapy| acetate
Farmic acid
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TABLE 4. Solvents for which no adequate toxicological data was found.

1,1-Diethoxypropane Methylisopropyl ketone

1,1-Dimethoxymethane Methyltetrahydrofuran

2,2-Dimethoxypropane Petroleum ether

Isooctane Trichloroacetic acid

Isopropyl ether Trifluoroacetic aci
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