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Sutherland and his co-workers (19, 20) recently reported 5 cases of fatal cir-
culatory collapse in newborn and premature infants that they believed to be
due to chloramphenicol toxicity. (19,20) Their findings clinically and at autopsy
were similar to our findings. They postulated that the high blood levels demon-
strated were due to poor absorption, poor excretion or failure of conjugation.
Dorn and Smith (21) reported prolonged blood levels in the newborn and the
premature infant after a single dose of chloramphenicol.

SUMMARY AND CONCLUSIONS

Premature babies delivered after rupture of the fetal membranes for twenty-
four hours or longer were assigned to one of four treatment groups. Group 1 re-
ceived no antibiotic, Group 2 received chloramphenicol alone, Group 3 received
penicillin and streptomycin, and Group 4 received all three. The mortality of the
group treated with penicillin and streptomycin was the same as that of the un-
treated group, but a higher number of the treated babies had gastrointestinal
symptoms.

The mortality rates of the two groups given chloramphenicol were significantly
higher than those of the other two groups.

The babies receiving chloramphenicol followed a typical clinical course. Gastro-
intestinal symptoms appeared first, followed by circulatory collapse and death.
Blood levels of chloramphenicol showed a continuous rise. Removal of the drug
stopped the progession of symptoms. Recovery left no sequelae.

Since the administration of chloramphenicol was the only factor common to
the two groups having the high mortality, and the absence of chloramphenicol
the only factor common to the two groups with the low mortality, chlorampheni-
col in the dosage used must have been responsible for the increase in mortality
observed. Poor liver function, especially in the glucuronide conjugation system,
as well as decreased kidney function, allowed normally safe doses to accumulate
to toxic levels. This toxicity manifested itself by a characteristic picture of cir-
culatory collapse.

If toxicity is partially due to failure of glucuronide conjugation, other drugs
usfing this pathway of metabolism should be evaluated for use in the premature
infant. :

No benefit to the infants from administration of penicillin or streptomycin
could be demonstrated. Since there were more symptoms in the group treated
with penicillin and streptomycin than in the non-treated group, these drugs may
not be harmless. Therefore, the use of prophylactic antibiotics has been discon-
tinued in this nursery.

We are indebted to the Pediatric Attending and House Staff of the Los Angeles
County Hospital for help with this study, to Dr. Frederick Moore, who prepared
the statistical analysis, to Drs. Charles F. Weiss and A. J. Glazko, Parke, Davis
and Company, who did the assays on blood levels, and to Mary Finley, R.N., and
the nursing personnel of the Premature Center.
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