COMPETITIVE PROBLEMS IN THE DRUG INDUSTRY

PiODUCI'S FOR PARENTERAL USE
AND
DOSAGE RECOMMENDATIONS

CHLOROMYCETIN SUCCINATE
{Steri.Vial No. 57)

This 15 the preferred and the only suit~
able parenteral product form for intra-
g:s\ésculx.r intravenous, and subcutaneous

‘The powder in the Steri-Vial is prepared
for injection by the addition of an agueous
diluent such as Water for Injection or 5%
Dextrose lnject.lou Although Chloromyce-
tin s highly the rate of
solution is somewhat slower in the more
highly concentrated solutions. Gentle shak-
ng of the vial hastens solution. The foilow-
ing dilution table may be used as a guide
or ‘preparing solutions for injection.

DILUTION TABLE

Strength of .
Volume of
Solution Diluent
% mg. per ce. Required
40 400 2 -cc.
25 250 3.8 cc.
10 100 11 ce.

Adults—dose recommendations: For
most infections due to susceptible organ-
isms, adults should receive 50 mg./kg./day.
Patients with infections due to less suscep-
tible organisms often require 100 mg./kg./
day. Severe infections may require even
higher doses. In either case, this should be
divided into 4 doses at 6-hour intervals.
Note carefully the dosage table below.

DOSAGE TABLE

Volume to be Injected

sired may require dosage up to 100 mx
kg/day Howeva', dosage should be
duced to 50 mg./kg./da;
response oecurs. ‘When
d ] Y. toxic side
effects may occur. In this event dosage
should be immediately reduced or discon-
tinued. Chioromycetin Succinate may be
ad intr 1y, traven-
ously, or subcutan y, a8 above and
should be divided mw doses at 6-hour
intervals.

Premature and Newborn Infants—
ose recommendations: Chloromycetin
Sucmnate may be used in an initial dose of

y ere infectlo:
should be given only to malntsln the blood
concentration within a therapeuw
eflective range, as best determined by
available microtechniques. Full term new-
born infants ordinarily may receive from
25 to 50 mg./kg./day equally divided into
3 doses at, 8-hour intervals. The same
rout% ol admlnlstratlon as noted above

enerally Intr

admlnlstratlon ls pre!erred

These dosage recommendations are ex-
tremely important because blood concen-
tration of chloramphenicol in the prema-
ture and newborn infant differs from that
of 2n infant over one month of age. This
difference s due to variations in the meta-
bollc disposition of this and other drugs in

this age group which depends upon the.

maturity of the metabolic function and
status ot the liver and the kidneys. When
these systems are immature (or seriousty
impaired in adults) high concentrations of
the drug are found which tend to increase
with succeeding doses. Toxic reactions and
some fatalitles have occurred in the pre-
mature and newborn age group, these being
associated with higher than recommended
dosages. The following summarizes .the
clinical and laboratory studies that have
been made:

1 In most cases therapy with chloram-
it been instituted within the

Dose 120 | 259 | 109
Selufion * Solution | Solution

1Gram |25 cc.| 4 ce: 10 cec.

500 mg. ; 1.25¢ce. i 2 cc. 5 ce.

100 mg. | 0.25 cc. | 0.4 cc. 1 cc.

The following methods of administration
are recommended on the basis of tolerance,
ease of handling and safety:

1. Intramuscularly, as a 25 to 40 per
cent solution injected deep into the
muscle at one of the common sites
of intramuscular injection.

2, Intratenously, as a 10 per cent solu-
tion to be injected over a one-minute
interval. If desired, the solution can
be added to a larger volume of par-
enteral fluld for intravenous Infusion.

3. Subcutaneously, as a 10 per cent
solution injected through a short,

small gauge needle. As with the intra-
venous route, the concentrated solu-
tion can be added to fiuids for
subcutaneous clyais.

Chitd &, dati

Chioromycetin Succinate 1s the preterted
Barenbeml dosage form for iatric use.

osage of 50 mg./kg./day 1 adequate for
infections caused by most susceptible or-
i Severe €. g. septicemia

or y when
cerebrospinal Buid concentrations are de-

81-280 O - 68 - pt.6 - 4

first 48 hours of life.

2. Symptoms first appeared after 3 to 4
days of continued treatment with high
doses of chloramphenicol (100 mg./kg./day
Or more).

3. The symptoms appeared in the fol-
lowing order: (a) abdominal distention
with or without emesis: (b)

“'gray syndrome".

4. The progression of symptoms from
onset to exitus was accelerated with higher
dose schedules.

5. Preliminary blood serum level studies
revealed unusually high concentrations of
chloramphenicol after repeated doses.

6. No characteristic pathological
changes attributable to the use of chioram-
phenicol were found thany‘ot the organ

‘Termination of therapy upon early
evidence of the assoclated symptomatology
frequently reversed the process with com-
plete recovery.

Infants and Children wlth Imma-
ture Metabolic P:
mendations: In young infants (those

-between one month and one year of age)

and others in whom immature metsbolic
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