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REQUIREMENTS FOR REGISTRATION OF PHARMACEUTICALS FOR HUMAN USE

ICH HARMONISED TRIPARTITE GUIDELINE

ASSESSMENT AND CONTROL OF DNA REACTIVE (MUTAGENIC)
IMPURITIES IN PHARMACEUTICALS TO LIMIT POTENTIAL
CARCINOGENIC RISK

M7

Current Step 4 version

dated 23 June 2014

This Guideline has been developed by the appropriate ICH Expert Working Group and
has been subject to consultation by the regulatory parties, in accordance with the ICH
Process. At Step 4 of the Process the final draft is recommended for adoption to the
regulatory bodies of the European Union, Japan and USA.
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Linear extrapolation from TD50 Al or PDE (ug/day)
1. Acrylonitrile 6
2. Benzyl Chloride 41
3. Bis(chloromethyl)ether 0.004
4. 1-Chloro—4—nitrobenzene 117
5. p—Cresidine 45
6. Dimethylcarbamyl chloride 5, 0.6 (inhalation)
1. Ethyl chloride 1,810
8. Glycidol 4
9. Hydrazine 42, 0.2 (inhalation)

Threshold—-based PDE

1. Aniline and Aniline Hydrochloride 720

2. Hydrogen peroxide 6,960

3. Hydroxylamine 2
Other case

1. p—Chloroaniline and p—Chloroaniline HCI 34

2. Dimethyl Sulfate 1.5

3. Methyl Chloride 1,360
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