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Contains Nonbinding Recommendations

ATTACHMENT

Al. DECISION TREE TO IDENTIFY WHEN IT IS RECOMMENDED THAT
TESTING BE CONDUCTED FOR SHORT-TERM PHOTOCHEMICAL IRRITATION

1. Absorbs UVA, UVB, or No
visible (290 -700 nm) >
light?
l Yes
3. Significantly partitions to eye or skin or No 2. Further
affects eye or sun-exposed skin? (See text for 5 | testing for
discussion) adverse
photoeffects
generally not
l Yes needed.
N (See text for
4. Positive in photoirritation clinical or | ¥© 5. Indicate in risk discussion of
nonclinical testing? E communication that | | photodynamic
no effect observed. || therapy)
¢ Yes
6. Recommend indicating in risk communication
that drug may cause photoirritation, and users of
drug should avoid sun exposure while drug is in

the body.
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Contains Nonbinding Recommendations

A2. DECISION TREE TO IDENTIFY WHEN IT IS RECOMMENDED THAT
TESTING BE CONDUCTED FOR PHOTOCHEMICAL IRRITATION AFTER
REFORMULATION OF A TOPICAL PREPARATION

1. Topically applied formulation

absorbs UVA, UVB, or visible
(290 -700 nm) light?

NO

>
¢ YES
3. UY—absorbmg drug substance. or excipients YES
previously found to cause photoirritation? 5

lNO

4. New formulation has significantly different effects on
skin that could result in photoirritation (e.g., allows NO 2. NO further

- ' testing for adverse
much greater penetration of UV-absorbing drug
substance or excipient into the skin)? photoeffects

needed.
¢ YES

5. Recommend testing new formulation for
photoirritation.
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Contains Nonbinding Recommendations

B. TESTING FOR THE PHOTOCHEMICAL CARCINOGENICITY POTENTIAL* OF
PHOTOREACTIVE IRRITATING DRUG PRODUCTS AND LABELING

OUTCOMES

1. Drug product is a human or animal photoirritant.

¢ YES

2. Has additional testing been conducted?

¢NO

an issue?

3. Is approvability or utility

¢NO

¢ YES

YES

5. Communicate
risk for
photoirritants.

6. Testing may
be needed. *

4. If drug is to be marketed,
communicate risk.

* Testing should be in an appropriate model. Assays of
appropriate in vivo biomarkers can be used; consultation
with CDER staff is recommended.
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Contains Nonbinding Recommendations

C. TESTING OF NONPHOTOREACTIVE DRUG PRODUCTS FOR POTENTIAL* TO
ENHANCE UV-INDUCED SKIN CARCINOGENESIS

1. Chronic use in population with life expectancy > 5-years?

‘, Yes *No

No 3. If topical administration, No

o is skin exposed to sun? —_

2. Is administration

systemic?
y 4. No need

for testing for

potential to

Yes ¢ Yes §nhance UY-
induced skin

carcinogenesis.*

5. Any reason to expect that drug product could No
enhance UV carcinogenicity? In structural or 3
pharmacologic class of UV carcinogenicity

enhancers? Adversely changes protective layers of
epidermis, such as changing optical properties?
Persistence in skin?

* Yes

6. Sponsor and CDER review Division agree about
potential to enhance UV-induced skin

carcinogenesis?
¢ Yes ¢ No
7. Communicate risk. 8. Recommend sponsor conduct study for

potential to enhance UV carcinogenicity
and results are described in risk
communication.

*Products specifically intended for use in sunlight should be tested for potential to enhance UV
carcinogenicity. Testing should be in an appropriate model. Assays of appropriate in vivo biomarkers
of increased UV exposure may be used; consultation with CDER is recommended.
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