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FTRERBESNTEADS o
M7 BREEEEICEL T (Section 2)

(RTvT2)

The following types of drug substances are not covered in this guideline:
biological/biotechnological, peptide, oligonucleotide, radiopharmaceutical,
fermentation products, herbal products, and crude products of animal or
plant origin. Exceptions would be when products such as biologicals and
peptides are chemically synthesized or modified (e.g., addition of organic
chemical linkers, semi-synthetic products). In such cases an assessment of
potential mutagenicity is warranted for chemicals likely to exist as
Impurities/degradants in the drug product.

(RFvT4)
Assessment of the mutagenic potential of impurities as described in this
guideline is not intended for the following types of drug substances and drug
products: biological/biotechnological, peptide, oligonucleotide,
radiopharmaceutical, fermentation products, herbal products, and crude
products of animal or plant origin.
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TRERBESNTEADS (zo2)
SV — FPDEERMFTFHMmOXIR A1) (Section 5.1)

The risk of carryover into the drug substance should be assessed for identified
impurities that are present in starting materials and intermediates, and impurities that
are reasonably expected by-products in the route of synthesis from the starting
material to the drug substance. As the risk of carryover may be negligible for some
Impurities (e.g., those impurities in early synthetic steps of long routes of synthesis),
a risk-based justification could be provided for the point in the synthesis after which
these types of impurities should be evaluated for mutagenic potential.

For starting materials that are introduced late in the synthesis of the drug substance
(and where the synthetic route of the starting material is known) the final steps of the
starting material synthesis should be evaluated for potential mutagenic impurities.
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FREEZEEACSNIEANS 203
1B SHERICH CIC FSBOEESEH (Table 4)

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

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

Treatment duration of > 1-12 months: e.g., anti-infective therapy with maximum

uptol2 months treatment (HCV), parenteral nutrients, prophylactic flu drugs (~ 5

months), peptic ulcer, Assisted Reproductive Technology (ART), pre-term labor, 20
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 short life

expectancy (severe Alzheimer’s), non-genotoxic anticancer treatment being used in

a patient population with longer term survival (breast cancer, CML), drugs 10
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 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), 1.5
lipodystrophy, schizophrenia, depression, psoriasis, atopic dermatitis, COPD, cystic

fibrosis, seasonal and perennial allergic rhinitis
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SafetylCB T DEREERF
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Qualityl[CBEE I DF R EEMR

SOSTREHEAINDEIE (Section 8.1)
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M7 DE=ICE LT (o)

Implementation of M7 is encouraged after publication; however, because
of the complexity of the guideline, application of M7 is not expected prior
to 18 months after ICH publication.

The following exceptions to the 18 month timeline apply.
NEEE. M77A RS JEE%@“%LC(J ZMcNd, LD L.

A1 ESAVDBMSICEHS. RE18NBEIDTRICIE. M7
DBAIFERRF SN,

88 MMNOFRNABIEBEASND.

e Ames tests should be conducted according to M7 upon ICH publication.
However, Ames tests conducted prior to publication of M7 need not be
repeated.

o M7ICHREDTZAMesitERZENMT DUEBEN DD, LH L. M7TABEMETICE
N ZEAmMmesERIC DN TIE. BEDEIIAE,
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M7 MDEZICE LT (o2

e When development programs have started phase 2B/3 clinical trials
prior to publication of M7 these programs can be completed up to and
Including marketing application submission and approval, with the
following exceptions to M7.

e No need for two QSAR assessments as outlined in Section 6.

e No need to comply with the scope of product impurity assessment
as outlined in Section 5.

e No need to comply with the documentation recommendations as
outlined in Section 9.

o M7 RBFRIIC2B. 31BEGARHERD BB SN CUVZHEFEIC DN TIE. U
NOFRABIEZEAR L. ERPFENROEBINEFE TR T CED.

o 2BADQSARICKDFHD (FER) [IAE,
o NEYIDOFHIXIRDER (£5F) [FAE,
o RHZBN\DRENEICE I DHESIE (598) DERIIAE,
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M7 DEZRICE LT (203)

e Given the similar challenges for development of a commercial
manufacturing process, application of the aspects of M7 listed above
to new marketing applications that do not include Phase 2B/3 clinical
trials would not be expected until 36 months after ICH publication of
M7.

o RODBERLETIROBADRICEIARTHBIDHDICEZSEL.
2B/ 3MBERARER 2= E FICHFHB SN DFEBFHIC DN TIE, M7
NHEEIGANDHAEXT. M7OBREERIRSNGEL),
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