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* This document is intended to provide guidance for new drug substances and
new drug products during clinical development and applications for
marketing. It also applies to new marketing applications and amendments
for marketed products, in both cases only where:

— changes to the drug substance synthesis result in new impurities or higher
specified levels of existing impurities;

— changes in the formulation result in new degradants or higher specified levels of
existing degradants;

— changes in indication, patient population, or dosing regimen are made which
significantly affect the acceptable cancer risk.

* Excipients used in existing marketed products and flavoring agents are
excluded from this guideline. Application of this guidance to new
excipients and leachables associated with drug product packaging is not
intended, but the risk assessment principles of this guidance for limiting
carcinogenic risk can be used if warranted.
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DIARADELEE A

Determine compound-specific limit (see
Section 7)

1 Known mutagenic carcinogens

Known mutagens with unknown
2  carcinogenic potential (positive Ames*, Limit below TTC**
no rodent bioassay data)

Alerting structure, unrelated to the Limit below TTC** or do Ames test;
3  structure of the drug substance; no if Ames negative = Class 5
mutagenicity data if Ames positive = Class 2

Alerting structure —same alert in drug  Handle as ordinary impurity according
4 substance which has been tested and is to ICH Q3A/B
non-mutagenic (Cave: Chemical similarity)

No structural alerts, or alerting
5  structure and sufficient data to
demonstrate lack of mutagenicity

Handle as ordinary impurity according
to ICH Q3A/B

* or other relevant positive mutagenicity data
** or adjusted limit when justified (e.g., shorter treatment duration) 9
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& TEFERY (Structure-Activity Relationship, SAR)
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* TTC (Threshold of Toxicological Concern, 4 F IR = DEIE) ELess than
Lifetime Exposure (70FE D Fan LYFELREE) ITKDH) RV EH

—10°%A AR (1.5 pg/day) TEE
— Haber’s Rule (Concentration X Time = A Constant)

— B 54 LV IE (Dose Rate Correction Factor), + R EFRBEERTE
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- 3EEBALSZEERMETHIOLI—FILEE (REDH)

- BRERHER: rRED< 31
« THAR&A: Lifetime (> 104E) < 5 pg/day, Less than Lifetime Exposure (< 104E) < 30 pg/day
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EFAE (ug/day)
*Phase 3MVFan &Y +HEA bb‘l-%ﬂﬁ'?ﬂli, IRTITEHATES,

* Phase 1 £14 days

M3 (R2) HARSAUIZHES, Class 1, 2, “Cohort of Concern” Chemical Class
(BEINBILEBEEIIR) ZRE, BEOFHMELTIRA S,

o T AR fm
— Lifetime (> 104E): 1.5 pg/day
— Less than Lifetime Exposure (<104E): at most 10 pg/day (ZE#$t, BR)
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 ;REREEE (Clinical Trial Application, CTA)
— Phase 1 £14 days
E 49 (Brief High Level Summary) Z{ER 9 %, Class 1, 2I1Z#Y, HEZEEEHT 5.
— Phase 1 > 14 days, Phase 2, 3

R (Actual) BLUHFEET HAIEEMED H D (Potential) AT, HEBEH DClass 3128H
=31 D% EEELER (Control Strategy) E&EHIZERE T 5,

« CTDEREE (Marketing Application, MA)
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