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PROBEWECID (0.5 gm.) AWD COLCRICINE (0.% mg.) 138

nxscumom Probenecid is the generic name for p- (dtprep[ U -
amy nzoic acid, Colchicine is an slkaloid, C,;H3gNOg, .
obninod from various species of Colchicum.

ACTIONS: Probenscid is a uricosuric and rensl tubular blocking .
agent. It inhibits the tubular reabsorption of urate, thus in-
creasing the urinary excrstion of uric acid and decreasinc serum -

uric acid levels. Effective uriocosuria resduces the miscible

urate pool, retards urate deposition, and promotes resorption of
urate deposits. Probenecid inhibits the tubular secretiom of .
venicillin and usually incressed penicillin plasma levels by any N (N
route the antibiotic is given. A 2-fold to 4-fold elevation has --.'\" "~.
been deronstrated for various penicillinms. (O

\\\-' R

- .
Probenecid alse decreases the urinsry excretion of anino-u“ Ue
acid (PAS), aminohippuric acid (PAH), phenolsulfonphthalein SP) ,
pantothenic acid, 17-ketostercids, and sodiur iodomethamate. It
decreases both hepatic and renal excretion of sulfocbromophthalein
(BSP). The tubular reab mtion of r us is inhibited in
hypoparathyroid but not in euparathyroid individuals. Probenecid
produces an insignificant increase in free sulfa plasma concen- -~
trations, but a sianificant increase in total sulfa plasma levels.,

Probenecid does not influence plasma concentrations of salicy-
lates, nor tha excretior of strentorycin, chloramphenicel, chlor- -
tetracycline, oxytetracycline, or neomycin.

The mode of action of colchicine in gout is unknown. It is not &n
analqesic, though it relieves nain in acute attacks of gout. It

is not a uricosuric agent and will not prevent proaression of gqout

to chronic aouty arthritis. It does have a prophylactic, suppressive
effect that helps to reduce the incidence of acute attacks and to
relieve the residual pain and »ild discomfort that patients with
acut occasionally feel. 1In man and certain other animals, col-
chicine can produce a temoorsry, leukopenia that is followed by
leukocytosis.

TNDICATIONS: Por the treatrment of chronic gouty arthritia wvhen com-
cated by frncuent,‘recu:rent, acute attacks of gout.

CNNTRAINDICATIONS: Prob 14 and colchine are contreindicated in
Dersons who have shown hypersensitivity to either of its components
or aspirin.

The drug is not recormended in person with known blood dyacrasias
or uric acid kidney stanes.

Therapy with probenecid and colchicine should not be started until
an acute gouty attack has subsided.

VARNINGS: Fxacerbation of qout following therapy with probenecid
and colchicine may occur: in such cases additional colchicine
therapy is advisable. 1In patients on probenecid and colchicine the
use of salycilates in larce or small doses is contraindicated because
it antagonizes the uricosuric action of probenecid. The biphasic
action of salicylates in the ranal tubules accounts for the so-
called “parsdoxical effect” of uricosuric sgents. In patients on
orobenecid and colchicine who recuire a mild analaesic scent, the
use of acetarinophen rather than small doses of salicylates would
be preferred. The appearance of hypersensitivity reactions re<
muires cessation of therapy with probenecid and colchicine. \

Cell division in animals and nlants can be arrested by colchicine. ~
In certsin species of animal under certain conditicns it has

vroduced teratoaenic effects and has adversely affected sperma-

togenesis. Reversibla azoosperria has been reported in one patient.

SRECAUTIONS: Hematuria, renal colic, costovertsbral pain, and
Yormation of urate stones associated with the use of probenecid and
colchicine in gouty oatients may be prevented by alkalization of
the urine and a liberal fluid intake. (See Dosace and Adwini-
stration). Tn these cases when alkali is administered, the acid-
bame balance of the patient should be watched.

Probenecid and colchicine have been used in patients with some rensl
impairment, but dosaqe requirements may be increased. Probenecid
and colchicine may not be effective in chronic renal insufficiency
particulsrly when the olomerular filtration rate is 30 ml. /Mn.

or less.

Use with caution in patients with » history of peptic ulcer.



As probenecid decreases the renal axcretion of conjugated sulfs
drugs, plasma concentrations of the latter should be determined
from u.m to tirme when a sulfa drug and probenecid with colchicine
are coadministered for prolonged periods.

A reducing substance may appear in the urine of patients receiving
probeanecid. Although this disappears with discontinuance of therapy,
2 false diagnosis of glycosuria may be made because of a false-
cositive Benedict's test.

ADVERSP_REACTIONS: Headache, gastrointestinsl symptoms (e.o.,
anorexia, nausea, voritinag), urinary frequency, hypersensitivity
reactions (including anaphylaxis, dermatitis, pruritus, and fever),
sore qums, flushinq, and aneria have occured fellowine the use of
probenecid;: also hemolytic anemia which in some instances could be
related to ganetic deficiency of glucosa-6-phosohate dehydrogenasa
in red blood cells. Nephrotic syndrome, hepatic necrosis, and
anlastic anemia occur rarely.

cide effacts due to colchicine appear to be s funetion of dosaqge.
The most prominent symptoms are referable to the gastrointestinal
tract (m.a., nausea, vormiting, abdominal pain, diarrhea) and may

be particularly troublesome in the prasence of peptic ulcer or
spastic colon. At toxie doses colchicine may czuse severe diarrhea,
generalized vascular damaqe, and renal damage with hematuria and
oliguria.

Muscular weakness, vhich disaopears with discontinuance of

theraoy, urticeria, darmatitis, and purpura have also been re-~
vorted. Hypersenaitivitv to colchicine is very rare, but should be
borne in mind. The appearancn of any of the aforerentioned sym-
toms may require raduction of dosace or discontinuance of this drug.
¥hen given for prolonged periods, colchicine may cause agranulo-
cytosis, aplastic anemia, and peripheral neuritis. Loss of hair
attributable to colchicine therany has been reported. The pos-
sibility of increased colchicine toxicity in the presence of
hepatic dysfunction should be considered.

DOSAGE AND ADMINISTRATION: Therapy with probenecid and colchicine
should not be started until an acute couty attack has subaided.
Eowever, if an acute aouty attack is precinitated DUPING therapy
probenecid with colchicine may be continued without changing the
dosage, and additional colchicine should be qiven to control the
dosace, and additional colchicine should be aiven to control the
acute attack. The recommended adult dosasqe is 1 tablet daily for
one week, followad by 1 tablet twice daily thereafter. However,
if necessary, the daily dosage mav be increased by 1 tablet every
four weeks within tolerance {and usually not above 4 tablets per
davy), if symptoms of gouty arthritis sre not controlled or the

24 hour urate excretion is not above 700 mg. As noted probanecid
mavy not bs effective in chronic renal 1nnu!’icienc~/, particularly
when the alomerular filtration rate is 30 ml./min. or leas.

Castric intolerance may be indicative of overdosace. and may be
corrected by decreasinc the dosage.

As urates tend to crystallize out of an scid urine, a liberal fluid
intake is recommended. ass well as sufficient sodium bicarbonate

{3 to 7.5 g. daily) or potassium citrete (7.5 q. daily) to raintain
an ealksline urine (see PRECAUTIONS).

Alkalization of the urine is recommended until the serur uric acid
level returns to normal limtts {maximum normal levels in males -
about 6§ mg. per 100 cc., in females about 5 mg. per 100 cc. and
tophaceous deposits diarop.ar, i.e., durine the period when
urinary excrstion of urates is at s high level. Thereafter, al-
kalization of the urine and the usual restriction of purine-
producing foods may be somewhat relaxed.

Probenecid with colchicine (or probenecid) should be continuad at
the dosacge that will maintain normal serum uric acid levels. When
acute attacks have been absent for six months or more snd serun
uric acid levels remain within normal limits, the daily dosage

of orobenacid with colchicine may be decreased by one tablet
avery six months. The maintenance dosace should not be reduced
to the point vhere serum uric acid levels tend to rise.

AOW SUPPLIED: Tablets in bottles of 100 and 1000,
CAUTION: Pederal law prohibits disvensing without prescription.
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CAUTION: Federal law prohibits
dispensing without prescription.

1000 TABLETS

MFG. BY CHELSEA LABORATORIES, INC.
Inwood, N. Y. 116986
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CAUTION: Federal law prohibits
dispensing without prescription.
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