¥ WEALTY

LLSFRVIT
AN IJ’,,

U,
l'lah”"

. The Netherlands

DEPARTMENT OF HEALTH AND HUMAN SERVICES Pubtic Health Service

Centers for Disease Control and Prevention
National Institute for Occupational
Safety and Health
Robert A. Taft Laboratories
4676 Columbia Parkway
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The Health Council of the Netherlands
Subcommittee on the Classification of Reproduction Toxic Substances

Attn: J.T.J. Stouten
2500 BB The Hague

Dear Dr. Stouten:

Thank you for the opportunity to review the draft report on Chloramphenicol prepared by
the Subcommittee on the Classification of Reproduction Toxic Substances of the

Dutch Expert Committee on Occupational Safety (DECOS).

If you have any questions regarding the comments please contact me at 513-533-8260

(telephone) or by Email at tbl7@cdc.gov.

Sincerely yours,
//hf[;u//z///“ 1, /J/(“((_,,

Thomas J. Lentz, Ph.D., M.P.H.
Branch Chief

Document Development Branch
Education and Information Division
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Document Review for “Chloramphenicol. Evaluation of the effects on reproduction, recommendation
Jor classification” by Qiang Ma, Health Effect Laboratory Division, NIOSH, 1095 Willowdale Road,
Morgantown, WV 26505-2888

The document evaluated the health effects of chloramphenicol on reproduction including fertility and
development and effects on or via lactation as a basis for recommendation of classification for the
purpose of protection of workers from occupational exposure. Chloramphenicol, a broad-spectrum
antibiotic, is used in veterinary medicine for non-food use and is reserved for treatment of certain microbe
infections in humans. Chloramphenicol has been evaluated for toxicity and carcinogenicity by several
regulatory organizations including IARC, JECFA, and ECVMP and was classified as a Group 1A
carcinogen (probably carcinogenic to humans) by IARC.

The evaluation covered major studies relevant to the health risk assessment. The studies were presented in
details and limitations of major studies were discussed. Based on the evaluation, it was recommended that
chloramphenicol not classified for effects on fertility due to a lack of appropriate human and animal data;
classified as category 1B agent for developmental effects (presumed human reproductive toxicant) based
on animal pre- and post-natal effects; and not labeled for effects on or via lactation based on available
data. It was pointed out that classification recommendation was based on hazard evaluation; other
information, such as human exposure, dose-response characteristics, and human risk assessment should
be included for a comprehensive risk evaluation of chloramphenicol from occupational exposure.

Specific comments are listed below.

1. Page 8. Chloramphenicol potentially causes a rare but serious side effect known as “Gray baby
syndrome” in newborn infants, especially premature babies. The syndrome is due to immature
liver and renal functions of infants to metabolize chloramphenicol through glucuronization and
excrete unconjugated drug via the urine. Since the evaluation concerns with health effects of
chroramphenicol on reproduction, development, and breastfeeding, it is relevant to mention
“Gray baby syndrome” to reflect the high vulnerability of newborn infants to the drug due to their
unique physiology.

2. Page 13. Line 18. The phrase “from the last four years” is unclear.

3. In a number of places, description of results appeared incomplete. For example: in Page 14, line
2, the percentage of embryonic and fetal deaths of controls should be included; line 3 and 4,
percentage can be included in parenthesis to facilitate comparison of malformation between
groups; line 14, The actual incidence can be included for increased incidence of missing
ossification in treated and control groups.

4. Page 15. Lines 15 and 16. The terms “Guideline studies” and “functional fertility” can be
clarified at first appearance.

5. Page 16. Line 6. The statement “because information on general toxicity was not presented” is
vague. It implies that assessing the relevance of effect on fertility in animals though i.m. or i.p. to
occupational exposure requires information on general toxicity. This logic was not apparent in the
text.

6. Page 16. Line 17. The word “or” can be replaced with “and/or”, as the two events are not
mutually exclusive.



