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Table 4: Examples of clinical use scenarios with different treatment durations for
applying acceptable intakes

Scenario! Acceptable
Intake (ng/day)
Treatment duration of < 1 month: e.g., drugs used in emergency 120

procedures (antidotes, anesthesia, acute ischemie stroke), actinic
keratosis, treatment of lice

Treatment duration of > 1-12 months: e.g., anti-infective 20
therapy with maximum uptol2 months treatment (HCV),
parenteral nutrients, prophylactic flu drugs (~ 5 months), peptic
ulcer, Assisted Reproductive Technology (ART), pre-term labor,
preeclampsia, pre-surgical (hysterectomy) treatment, fracture
healing (these are acute use but with long half-lives).

Treatment duration of >1-10 years: e.g., stage of disease with 10
short life expectancy (severe Alzheimer’s), non-genotoxic anticancer
treatment being used in a patient population with longer term
survival (breast cancer, CML), drugs specifically labeled for less
than 10 years of use, drugs administered intermittently to treat
acute recurring symptoms? (chronic Herpes, gout attacks, substance
dependence such as smoking cessation), macular degeneration,

HIV

Treatment duration of >10 years to lifetime: e.g., chronic use 1.5
indications with high likelihood for lifetime use across broader age
range (hypertension, dyslipidemia, asthma, Alzheimer’s (except
severe AD), hormone therapy (e.g., GH, TH, PTH), lipodystrophy,
schizophrenia, depression, psoriasis, atopic dermatitis, COPD,
cystic fibrosis, seasonal and perennial allergic rhinitis, HIV#

! This table shows general examples; each example should be examined on a case-by-case

basis. For example, 10 pg/day may be acceptable in cases where the life expectancy of the
patient may be limited ¢.g. severe Alzheimer’s disease, even though the drug use could exceed
10 year duration.

? intermittent use over a period =10 yrs but based on calculated cumulative dose it falls under
the =1-10 yr category.

3

e & = Changed in M7(R2) from 1-10 years to
litetime because of clinical treatment advances. See Q&A.
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INTERNATIONAL COUNCIL FOR HARMONISATION OF TECHNICAL Appendix 3: Addendum to ICH M7

REQUIREMENTS FOR PHARMACEUTICALS FOR HUMAN USE (ICH) . .. oy .
Application of the Principles of the ICH M7 Guideline to Calculation of

Compound-Specific Acceptable Intakes

ICH HARMONISED GUIDELINE TABLE OF CONTENTS
ASSESSMENT AND CONTROL OF DNA REACTIVE (MUTAGENIC) LIST OF ABBREVIATIONS 28
IMPURITIES IN PHARMACEUTICALS TO LIMIT POTENTIAL Introduction 30
CARCINOGENIC RISK Methods 32
M7(R1) Acceptable Intakes (Als) or Permissible Daily Exposures (PDEs) 38
Acrylonitrile (CAS# 107-13-1) 40
Aniline (CAS# 62-53-3) and Aniline Hydrochloride (CAS# 142-04-1)..cccevrrenrurvrnseranenns 46
Cusrent Step 4 version Benzyl Chloride (¢-Chlorotoluene, CAS# 100-44-7) 54
dated 31 March 2017 Bis(chloromethyl)ether (BCME, CAS# 542-88-1) 61
p-Chloroaniline (CAS# 106-47-8) and p-Chloroaniline HCI (CAS# 20265-96-7)............ 05
1-Chloro-4-nitrobenzene (para-Chloronitrobenzene, CAS# 100-00-5).......cooemrrenennens 70
p-Cresidine (2-Methoxy-5-methyl aniline, CAS# 120-71-8) 76
Dimethylcarbamyl chloride (CAS# 79-44-7) 81
Dimethyl Sulfate (CAS# 77-78-1) 85
Ethyl chloride (Chloroethane, CAS# 75-00-3) 89
Glycidol (CAS# 556-52-5) 92
Hydrazine (CAS# 302-01-2) 96
Hydrogen peroxide (CAS# 7722-84-1) 102
Methyl chloride (Chloromethane, CAS# 74-87-3) 108
Note 1 112
This Guideline has been developed by the appropriate ICH Expert Working Group and has been Note 2 114
subject to consultation by the regulatory parties, in accordance with the ICH Process. At Step 4 of the Note 3 116

Process the final draft is recommended for adoption to the regulatory bodies of the ICH regions.
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J. P. Bercu, et al., Regul. Toxicol. Pharmacol.
2018, 94, 172-182.
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