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ranged from a low of 68 percent to a
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2. SERIOUS INFECTIONS CAUSED
BY SUSCEPTIBLE STRAINS IN

CHLORAMPHENICOL high of 99 percent over a three-dsy| ACCORDANCE WITH THE CON-
period. From 8 to 12 percent of the CEPTS EXPRESSED ABOVE:
antibiotic excreted is in the form of .
WARNING free chl henicol i con- a. Salmonella species

sists of microbiologically inactive metab- b. H. iﬂ{luenzae, specifically men-

Serious and fatal blood dyscrasias f| jj;iec principally the conjugate with ingeal infections

§ ypop ane-} o) ic acid. Since the glucuronide is ¢ Rickettsia

mia, thrembocytopenia, and granu- excreted rapidly, most ch Y anicol d. Lymphogranul -psittacosis

locytopenia) are known to oceur | joicciaq in the blood is in the micro- group

after the administration of chloram-
phenicol. In addition, !|ere have

biologically active free form. Despite
the smgl] proportion of unchanged drug

been reports of apl mi
attributed to chloramphenicol which
later terminated in leukemig. Blood
dyscrasias have occurred atter both
short term and prolonged therapy
with this drug. Chloramphenicol
must not be used when less poten-
tially dangerous agents will be
effective, as described in the "Indi-
cations” section. )+ must not be
used In the treatment of trivial
Infections or where it Is not indi-
cated, as in colds, Influenza, Infec-
tlons of the throat; or as a prophy-
lactic agent to prevent bacterial
infections.

Precautions: It is essential that ade-
quate blood studies be made during
treatment with the drug. While
blood studies may detect early
peripheral blood changes, such os
leukopenia, reticulocytopenia, or
granulocytopenia, before they be-
come irreversible, such studies can.
not be relied on to detect bone
marrow depression prior fo develop-
ment of aplostic anemia. To faclli-
tate appropriate studies and obser-
vation during therapy, it is desirable
that patients be hespitatized.

DESCRIPTION: Chloramphenicol is an
antibiotic that is clinicaﬁy useful for,
and should be seserved for, serious in.
fections caused by organisms susceptible
to its antimicrobial effects when less
potentially hazardous therapeutic agents
are ineffective or contraindicated. Sensi-
tivity testing is essential to determine its
indicated use, but may be performed
concurrently with therapy initiated on
clinical impression that one of the indi-
cated conditions exists (see “Indica-
tions” section).

ACTIONS AND PHARMACOLOGY: In
vitro chloramphenicol exerts mainly a
bacteriostatic effect on a wide range of
gram-negative and gram-positive bac-
teria and is active in vitro against
rickettsias, the Iymphogranuloma-psitta-
cosis group and’ Vibrio cholerae. It is
particularly active against Salmonella
typhi and Hemophilus inﬁuenzae. The
mode of action is through interference
or inhibition of protein synthesis in intact
cells and in cell-free systems.

\! henicol admini: d orally is
absorbed rapidly from the intestinal
tract. In controlled studies in adult
volunteers using the recommended
dosage of 50 mg./kg./day, a dosage of
1 gm. every 6 hours for 8 doses was
given. Using the microbiological assay
method, the average peak serum level
was 112 meg./ml. one hour after the
first dose. A cumulative effect gave a
Eeak rise to 184 mcg./ml. after the
fth dose of 1 gm. Mean serum levels
ranged from 8.14 mcg./ml. over the
48-hour period. Total urinary excretion

ted in the urine, the concentration
of free chloramphenicol (is relatively
high, amounting to several hundred
meg./ml._in patients receiving divided
doses of 50 mg./kg./day. Small amounts
of active drug are found in bile and
feces. Chloramphenicol diffuses rapidly,
but its distribution is ‘not uniform.
Highest concentrations are found in liver
and kidney, and lowest : concentrations
are found in brain an brospinal

e. Various gram-negative bacteria

g 15,
or other serious gram-negative
infections

f. Other susceptible organisms
which have been demonstrated
to be resistant to all other ap-
propriate anti-microbial agents.

8. CYSTIC FIBROSIS REGIMENS
CONTRAINDI.CﬁTIONS: Chloram-

fluid. Chloramphenicol enters cerebro-
spinal fluid even in the absence of men-
ingeal inflammation, appearing in con-
centrations about half of those found in
the blood. Measurable levels are also
detected in pleural and in aseitic Auids
saliva, milk and in the aqueous’ and
vitreous humors. Transport across the
Flacental barrier occurs with somewhat
ower concentration in cord blood of
newborn infants than in maternal blood.

TION, CHLORAMPHENICOL, MUST
BE USED ONLY IN THOSE SERIOUS
INFECTIONS FOR:. WHICH LESS
POTENTIALLY DANGEROUS DRUGS
ARE INEFFECTIVE OR CONTRA-
INDICATED. HOWEVER CHLORAM-
PHENICOL MAY BE CHOSEN TO
INITIATE ANTIBIOTIC THERAPY
ON THE CLINICAL IMPRESSION
THAT ONE OF THE CONDITIONS
BELOW IS BELIEVED TO BE PRES-
ENT; IN VITRO SENSITIVITY TESTS
SHOULD BE PERFORMED CONCUR-
RENTLY SO THAT THE DRUG MAY
BE DISCONTINUED AS SOON AS
POSSIBLE IF LESS POTENTIALLY
DANGEROUS AGENTS ARE IN-
DICATED BY SUCH TESTS. THE
DECISION TO : CONTINUE USE
OF CHLORAMPHENICOL RATHER
THAN ANOTHER ANTIBIOTIC
WHEN BOTH ARE SUGGESTED BY
IN VITRO STUDIES TO BE EFFEC-
TIVE AGAINST A SPECIFIC PATHO-
GEN SHOULD :BE BASED UPON
SEVERITY OF 'THE INFECTION,
SUSCEPTIBILITY OF THE PATHO-
GEN TO THE VARIOUS ANTIMICRO-
BIAL DRUGS, EFFICACY OF THE
VARIOUS DRUGS IN THE INFEC-
TION, AND THE IMPORTANT ADDI-
TIONAL CONCEPTS CONTAINED IN
THE “WARNING BOX” ABOVE:

1. ACUTE INFECTIONS CAUSED BY
SUSCEPTIBLE STRAINS OF SAL-
MONELLA TYPHI
Chloramphenicol is a drug of choice.®
It is not recommended for the routine
treatment of the typhoid “carrier
state”. '

*in the treatment of typhoid fever some

r a
col be administered at therapeutic levels
for 8-10 days after the patient has become
afebrile to lessen the passibility of relapse.

phenicol is cont d in individuals
with a history or previous hypersensi-
tivity and/or toxic reaction to it. It
must _not be used in the treatment of
trivigl infections or where it is not indi-
cated, as in colds, influenza, infections
of the throat; or as a praphyiactic agent
to prevent bacterial infections.

PRECAUTIONS:

1. Baseline blood studies should be
followed by periodic blood studies
approximately every two days during
therapy. The drug should be dis-
continued upon appearance of reticu-
locytopenia, leukopenia, thrombocy-
topenia, anemia, or any other blood
study findings attributable to chlor-
amphenicol. However, it should be
noted that such studies do not ex-
clude the possible later appearance
of the irreversible type of bone
marrow depression.

2. Repeated courses of the drug should
be avoided if at all possible, Treat-
ment should not be continued longer
than required to produce a cure
with_little or no risk of relapse of
the disease.

3. Concurrent therapy with other drugs
that may cause bone marrow depres-
sion should be avoided.

4, Excessive blood levels may result
from administration of the recom-
mended dose to patients with im-
paired liver or kidney function, in-
cluding that ‘due to immature
metabolic processes in the infant, The
dosage should be adjusted accord-
ingly or, preferabl{), the blood con-
centration should be determined at
appropriate intervals,

3. There are no studies to establish the
safety of this drug in pregnancy.

6. Since chloramphenicol readily crosses
the placental barrier, caution in use
of the drug is particularly important
during pregnancy at term or during
labor because of potential toxic effects
on the fetus (gray syndrome).

7. Precaution should be used in therapy
of premature and full-temm infants
to avoid “gray syndrome” toxicity.
See “Adverse Reactions”) Serum
rug levels should be carefully fol-
lowed during therapy of the new-
bom infant.



