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Dear Dr. Bilstad:

Dr. Cerdero and I thank you for the opportunity to attend your March 9, 1988 i
meetlng to discuss conceras about human malformations caused by lsotretinoln.

We look forward te particlpating in the April 26, 1988 meeting with FDA's
Dermatology Advisory Committee to discuss the issue further. For your

informatlcon. I have enclosed a copy of the final draft of the MMWR article on
isotretinoin-caused malformations in New Jersey. It 1s not much changed from

the draft you saw earlier, but does include some revisions suggested by your

colleagues at the March ¢ meeting.

As I noted at the March 9 meeting, I am very concerned 'that there are bables
being born with malformations caused by lsotretinoin and bellieve that strong
actlon is required to prevent further occurrences. At the meeting, I also
mentioned that I am concerned that any actlon taken to help prevent the
occurrence of defects caused by lsotretinoin needs to be coordinated with

similar actlons to prevent the occurrence of defects due to exposure to

A further area of concern ls the possibility that there will be

etretinate.
Parallel actlon

other applicztions to the FDa for approval for similar drugs.
will be needed to prevent deiects caused by other,; as yet unapproved,
Teilnoias.

We presume that the marketing approval of isotretinoin and etretinate involved
assumptions that the drug users would follow the recommendations to avold
exposures during pregnancy, and, ln the event of fallure, that the birth of
affected children would be avoided by induced abortion. We now know that this
prevention regimen ls not 100 percent effective. I would be appreclative If
you could share with me the approach that was taken by the FDA and its advisory,
committees in making the decisions to approve these drugs. Speclfically, I
vould like to know what procedures were followed to arrive at an accounting of
the benefits and risks of the use of these drugs. It 1s clear to me that a new
accounting 1s needed at this time, and any guldance that might be derived from
past discussions on lsotretlnoln or etretinate would be helpful.
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As a related matter, I would appreclate learning from you about the compositlon
of the Dermatology Advisory Committee - specifically., I would like to know who
are the members., what are thelr areas of professiconal competence, and what are
-their professtenal—affiliations— I am interested to know if the committee will
be composed largely of dermatologists, speclalists who will quickly appreciate
the benefits of these drugs, but who might not so readlly apprehend the
magnitude of the risks. If the Dermatology Advisory Committee 1ls lacgely
composed of dermatology speclalists, it might be useful to supplement the
Committee with a few ad hoc members who are famlillar with obstetric and
pedlatric issues. Another possibility might be ta hold a joint meeting of the
Dermatology and Fertility and Maternity Drug Committees to help assess the

situatien.

A final area of concern to me is the recent publicity that has been recelved by
Retin-A. It appears that it will be in very great demand by the American
public. Although the drug 1s a potent animal teratogen., It 1s my understanding
that 1t 1s unlikely to cause human problems because the drug is used topically
and the absorbed dosages are thought to be very lew. Is my understanding
correct? Is there z need for more studles on human absorption following
toplcal application, particularly when the skin Is compromised by disease or

h injury?

Again, thank you for the opportunity to participate in the dellberations on

S
this important issue- I look forward to hearing from you.

Sincerely ycurs,

J. David Erickson, .D.5., Ph

.D
Zhief, Birth Defects and Genell

Diszesszs 3ranch
Division of Birth Defects and
Developmental Disabilities
Center for Environmental Health

and Injury Control
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