“.| ‘Precautions: 1 is essential that ade-

~J_bren reports of cplastic oncmia
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T PACKAGE INSERT FOR
-CHLORAMPHENICOL

WARNING

nd fatol bloed dyscrasias
p ancmia, hypoplastic ane-
mia, -thrombocytopenia, and granu.
focytopenia)l are known to occur
eftcr the administration of chloram.
-] -phenicol. In addition, there have

Serious a
taplasti

“atributed to chloramphenicol which
“loter terminated in leukemia. Blood
dyscrasias have occurred after both
short tcrm end prolonged theropy
with this drug. Chloramphenicol
must not be used when less poten.
tiolly dangerous agents will be
cffective, as deseribed In the “Indi-
cations” scction.. J# must not be
used in the® treotment of trivial
infcctions or where it Is not indi-
cated, as in colds, Influcnza, Infee.
tions of the threat; or as a prophy-
factic agent to prevent bacteriol
infections.

quote blood studics be made during
treatment with the drug. While
blood' studies may detcet early
peripheral blood changes, such os
leukopenia, reticulocytopenia, or
“granulocytopenia, before they be-
come-irreversible, such studies con.
7] not be relied on %o deteet bone

" marrow depression prior to develop-
ment of aplastic onemia, To facili-
tate appropriote studies and obsers
vation during therapy, it is desirable
that paticnts be hospitalized.

I

DESCRIPTION: Chloramphenicol is an
antibiotic that is clinically useful for,
and should be reserced for, scrious in-
fections caused by organisms susceptible
to its antimicrobial cffects when Jess
hazard th ic agents
tive or contrindicated. Sensi-
i to determine its
3 w be performed
utly with therapy initiated  on
clinical impression that one of the indi-
cated  conditions exists  (sce  “Indica-
tions” section).
ACTIONS AND PIIARMACOLOGY: In

titro chloramphenicol exerts mainly a
bacteriostatic cffect on a wide range of

gramenegative and  gram-positive bac-
teria. and is active in titro against
rickettsias, the ly ) itk

cosis group and’ Vibrio cholerae. 1t is
particularly  active against  Salmonclla
tphi and Hemophilus influenzac, The
made of action is through interference
or inhibition of protein synthesis in intact
cells and in cell-frec ‘systems,
Chll 1o SOTIICE SN

ol orally s
absorhed  rapidly ' from  the intestinal
tract. In controlled studies in  adult
volunteers using the  recommended
dosage of 50 mp./kg./day, a dosage of
1 gm, cvery 6 howrs for 8 doses was
given. Using {he microbiological assay
method, the average peak serum Jovel
was 11.2 meg./ml. onc hour after the
first dosc. A cumalative effect gave a
ka tisc to 184 meg./ml. after the
ifth dose of 1 gm. Mean scrum levels
ranged from 8.14 meg./ml. over the
48-hour period. Total urinary excretion
~

PROBLEMS IN THE DRUG INDUSTRY

of ehloramphenico!  in  these * studies
ranged from a Jow of 68 pereent to s
high of 99 pereent over a tiree-day
period. From 8 to 12 percent of the
antibiotic excreted is in the form of
free ol hienicol; the i con-
sists of microbiologically inactive metah-
olites, principally  the conjugate :vith

2751

S CAUSED
] NS IN -
ITH THF, CON-

ABOVE;

a. Salmonclla species

. I in(luen:nc, specifically men-
inggn infections .
e !

glucuronic acid. Since the is
exercted vapidly, most chloramphenicol
detected in_ the blood ‘is: in the miero-
bhiologically  active free form. Despite
the small proportion of unchanged drg
excreted in the urine, the concentration
of frec chloramphenicol ! is relatively
high, amounting* lo several himdred
meg./ml._in patients_ receiving * divided
doses of 50 mg./kg./day. Small amounts
of active drug are found: in bile and
feees, Chloramphenicol diffuses rapidly,
bt its  distributi is not uniform,.
Highest concentrations are found in liver
and kidney, and lowest concentrations

3.

c.
d,

Lymphogranuloma-psittacosis
group

Various gram-negative bacteria
causing hacteremia, meningitis,
or other serious gram-negative
infections

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

e.

CYSTIC FIBROSIS REGIMENS

C:ONT'I?/\IA’DIQI‘\'TIOA’S: Chloram-

are found .in brain an
luid. Chl henicol enters 1

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 ascitic fluids
saliva, milk and in the aqueous and-
vitreos  humors. Transport across the
Flaccntal barrier occurs with somewhat
ower concentration in cord: blood of
newborn infants than in matemal blood.

INDICATIONS: IN ACCORD WITH
THE CONCEPTS IN THE “WARNING
BOX” AND THIS INDICATIONS SEC-|
TION, CHLORAMPHENICOL MUST
BE USED ONLY IN THOSE SERIOUS
INFECTIONS FOR WHICH LESS
POTENTIALLY DANGERQUS 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 1S BELIEVED TO BE PRES-
ENT; IN VITRQ 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- |5,
TIONAL CONCEPTS CONTAINED IN
THE “\WARNING BOX" ABOVL:.

1. ACUTE INFECTIONS CAUSED BY
SUSCEPTIBLE STRAINS OF SAL-
MONELLA TYPII
Chloramphenicol is a drug of choice.®
It is-not recommended for the routine
t:caq-_ncnt of the typhoid “camier
state”. . !

m

4.

7

*1n the treatment of ivyvhold‘!w'er some

15
col be sdministered at therspeutic levels
for 8-10 days after the patient has become

afebrile 10 lassen the possibllity of retapse.

is
with a history or previo
tivity and/or” toxic reaction to it. K

- continued

1 in individnals
sus hypersensi-

ust not be used in the trcatment of

trivial infections or where it is not indi- .
cated, as in colds, influcnza, infections
of the throat; or as a prophylactic agent
to precent bacterial infections,

.

£ PRECAUTIQNS: L.
1. Baseline blood studies should be

followed by periodic blood studics .

approximately every two days dnripg
therapy. The. drug -should be dis
\'lp('m appearance of rehcu

loeyt T
top}énia. anemia, or any other blood >
study findings attributable to chlor-'

" amphenicol. However, “it should be :,
noted that such studics do not ex-
clude the possible later appearance
of the irreversible type of - bone
marrow depression,

Repeated courses of the drug should
be avoided if at all possible, Treat-
ment shounld not be continued longer
than required to produce a cure
with little or no risk of relapse of
the disease. .
Concurrent therapy with other drugs
Ahat may cause bone marrow depres-
sion should be. avoided.

Excessive Dblood levels may  result |
from_ administration of the recom-
mended dose to patients with im-
paired liver or kidney function, in-
cluding  that due to immmature
metaholic processes in the infant. The
dosage should be adjusted accord-
ingly” or, preferably, -the blood con-
ceniration should De™ determined at
appropriate intervals,

. There are no studics to establish the

safety of this drug in pregnancy.

6. Since chloramphenicol readily crosses .

-the placental Darrier, caution in use
of the drug is particularly important
during pregnancy at term or during
Iabor heeanse of potential toxic efleets
on the fetus” (gray syndrome). -
Precaution should be used in therapy
of premature and full-term infants
to avoid “gray syndromc] toxicity.
See “Adverse Reactions”) Serum
drug levels should be “carefully fol-
lowed during therapy of -the necw-
bom infant. S - :



