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based limit of 50 ppm for this impurity in the drug substance, the 0.1% specification of
impurity B in starting material Y is justified without the need for providing drug
substance batch data on pilot scale or commercial scale batches.

Case 3: Example of an Option 2 and 4 Control Strategy: Control of Structurally
Similar Mutagenic Impurities

The step 1 intermediate of a 5-step synthesis is a nitroaromatic compound that may
contain low levels of impurity C, a positional isomer of the step 1 intermediate and also a
nitroaromatic compound. The amount of impurity C in the step 1 intermediate has not
been detected by ordinary analytical methods, but it may be present at lower levels. The
step 1 intermediate is positive in the bacterial mutagenicity assay. The step 2
hydrogenation reaction results in a 99% conversion of the step 1 intermediate to the
corresponding aromatic amine. This is confirmed via in-process testing. An assessment
of purge of the remaining step 1 nitroaromatic intermediate was conducted and a high
purge factor was predicted based on purge points in the subsequent step 3 and 4
processing steps. Purge across the step 5 processing step is not expected and a
specification for the step 1 intermediate at the TTC-based limit was established at the
step 4 intermediate (Option 2 control approach). The positional isomer impurity C would
be expected to purge via the same purge points as the step 1 intermediate and therefore
will always be much lower than the step 1 intermediate itself and therefore no testing is
required and an Option 4 control strategy for impurity C can be supported without the
need for any additional laboratory or pilot scale data.

Case 4: Example of an Option 4 Control Strategy: Highly Reactive Impurity

Thionyl chloride is a highly reactive compound that is mutagenic. This reagent is
introduced in step 1 of a 5-step synthesis. At multiple points in the synthesis, significant
amounts of water are used. Since thionyl chloride reacts instantaneously with water,
there is no chance of any residual thionyl chloride to be present in the drug substance.
An Option 4 control approach is suitable without the need for any laboratory or pilot
scale data.
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Implementation of Guideline:

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.

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

2. 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.

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

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

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

3. 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.
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Q. Need a stand-alone study for safety pharmacology?

A. Cardiovascular system

Already evaluated in humans
sufficiently

@ ‘No

Either dog, monkey. pig, rabbit, ferret
or guinea pig is used in repeat-dose toxicity study

Not required ,No ! ’ [CH-S7B

Concerns for adverse effects on
physiclogical functions in repeat-dose study

(e

ICH-S7A

Concern from MOA of
the drug (e.g., novel
adjuvant in vaccine)

@

Might be omissible

Required
w/ relevant animal species

B. CNS & respiratory system

Already evaluated in humans
sufficiently

@

Concerns for adverse effects on
physiological functions in repeat-dose toxicity study

ICH-ST7A

Not required

Concern from MOA of
the drug (e.g., novel
adjuvant in vaccine)

oo

Required Might be omissible
w/ relevant animal species
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