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DESCRIPTIQN: Probenecid is the generic name for p-(dipropylsulfamyl)
benzoic acid. Colchicine is an alkaloid, C;2H2§NOg, obtained from
various species of Colchicum. .

NS; Probenacid {s a uricosuric and vrenal cubular blocking agent.
It inhibits cthe tubular reabsorption of urace, chus increasing the
urinary excretion of uric acid and decressing serum uric acid levels.
Effective uriocosuria reduces the miscible urate pool, retards urate
deposition, and promotes reorption of urate deposits. Probenecid in-
hibits the tubular secretion of penicillin and usually increased peni-
cillin plasma levels by any route the antibiotic is given. A 2-fold
to 4-fold elevation has been demonstrated for various penicillins.

Probenecid also decreases the urinary excretion of amino-salicylic

scid (PAS), aminohippuric acid (PAH), phenolsulfonphtlalein (PSp),
pantothenic acid, 17-ketosteroids, and sodium icdomethamate. 1t de-
creases both hepatic and ranal excration of sulfobromophthalein (BSP). |
The tubular reabsorption of phosphorous is inhibited in hypoparacthyroid
but not in euparathyroid {ndividuals. Probenecid produces an insigni-
ficant increase in totsl sulfa plasma levels.

Probenecid does noc influence plasma concentracions of salicylates,
nor the excration of streptomycin, chloramphenicol, chlorcecracyeline,
oxytecracycline, or neomycin.

The mode of action of colchicine in gout is unksown. It is not n
analgesic, though it relieves pain in acute attacks of gout., It is
not & uricosuric agent and will not prevent progression of gout vo
chronic gouty arthritis. It does have a prophylactic, suppressive
effect that helps to reduce the incidence of acute attacks and to re-
1ieve the residual pain and oild discomfort that patients with gout
occasionally feel, In man and certain other animals, colchicine can
produce a temporary, leukopenia that is followed by leukocytosis.

INDICATIONS; For the treatment of chromic gouty arthritis when coo-
plicated by frequent, recurrent, acute sttacks of gour.

CONTRAINDICATIONS: Probenecid and colechine are contraindicated in
persons who have shown hypersensitivity to either of {ts components
or aspirin.

The drug is mot recommended in persons vith known blood dyscrasiss
or uric acid kidney stones.

Therapy with probepecid and colchicine should not be started until
an scute gouty attaéck has subsided.

WARNINGS: Exacerbation of gout following therapy with probenecid .
and colchicine may occur; in such cases additional colchicine thera~
ey is advisable. Iu patients on probenecid and colchicine the use
of salycilstes in large or swall dosed is contraindicated because it
sntagonizes the uricosuric action of probenecid. The biphasic ac-
tion of sslicylates in the remal tubules sccounts for the so-called
‘paredoxical effect” of uricosuric agents. In patiencs on probenecid
snd cochicine who require a mild analgesic sgent, the use of aceta-
ainophen rsther than small doses of salicylates would be praferred.
The appsarsnce of hypersensitivity resctions requires cessations of
therapy vith probenecid and cochicine,

Cell division in animals and plants can be arrested by colchicine.
In certain species of animel under certain conditions it has produced
taratogenic effects and has adversely affected spermatogenesis. Re-
versible azoosperpvia has been reported in one patient.

PRECAI : Hemsturis, renal colic, costovertebral pain, and form-
ation of urate stone associated with the use of probenecid and co-
chicine in gouty patients may be prevented by alkalizacion of the
urine and a liberal fluid intake. (See Dosage and Adoinistration).
In these cases vhen alkall is adoinistered, the acid-base balance of
the patient should be watched.

Probenecid and colchicine-have been used in patients with some renal
impairment, but dosage requirements nay be increased. Probemecid and
colchicine may not be effective in chronmie renal insufficiency psrti-
cularly vhen the glomerulsr filtration rate 1s 30 ol./min. or less.
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Use with caution i{n patients with a history of peptic ulcer.

As probenecid decreases the renal excretion of conjugated sulfa drugs,
plasma concentracions of the latter should be deterwined from time

co time when a sulfa drug and probenecid with colchicine are coadwini-
stered for prolonged periods.

A reducing substance may appear in the urine of patients receiving
probenecid. Although chis disappears with discontimuance of therapy,
a false diagnosis of glycosuria may be made becsuse of & false-posi-
tive Benedict's test.

ADVERSE REACTIONS: Headachs, gastrointestinal symptoms (e.g., anorexia
nausea, vomiting), urinary frequency, hypersensitivity reactions (in-
c¢luding anaphylaxis, derwatitis, pruritus, and fever), sore gums,
flushing, and anemia have occured following the use of probanecid;
also hemolytic anemia which in some instances could be related to gene-
tic dificiency of glucose-6-phosphate dehydrogenase in red blood
cells., Nephrotic syndrowe, hapatic necrosis, and aplastic anemia oc~
cur rarely.

Side effects due to colchicine appear to be a function of dosage.

The most prominent symptoms are tefersble to the gastrointestinal
tract (e.g., nausea, vomiting, abdominal pain, diarrhea) end cay

be particularly troublesome in the presence of peptic ulcer or
spastic colon, At toxic doces colchicine may cause severs diarrheas,
genaralized vascular damage, and renal damage with hemsturia and
oliguria. Muscular weakness, which disappears with discontinuance

of therapy, urticaria, dermatitis, and purpura have slso besn report-
ed. Hypersensitivity to colchicine is very rare, but should be borne
in mind. The appearance of any of the aforementionsd symptons aay
require reduction of dosage or discontimuance of tha drug. When
given for prolonged periods, colchicine may casuse agrsnulocytosis,
aplastic anemia, and peripheral neuritis. Loss of hair actributable
to colchicine therapy has been reported. The possibilicy of increased
colchicine toxicity in the presence of hepatic cysfunction should be
considered. .

DOSAGE _AND ADMINISTRATION: Therapy with probenecid and colchicine should
not be started until an acute gouty attack has subsided., Howaver, if
an acute gouty attack is precipitated DURING therapy probenscid with
colchicine may be continued without changing the dosags, and addi-
tional colchicine should be given to control the acute attack. The
recommended adult dosage is 1 tablet deily for one wesk, followed by
1 tablet twice daily thereafter, However, if necessary, the daily
dosage nmay be increased by 1 tablat every four weeks within tolerance
(and usually not above 4 tablets per day), if symptoms of gouty
arthritis are not controlled or the 24 hour urate excretion ia not
above 700 mg. As noted probenecid may not be effective in chromic
renal insufficiency, particulary vhen the glomsrular filtreticn rate
is 30 ol./oin. or less, :

Gascric intolerance may be indicstive of overdosage, and way be cor-
rected by decreasing the dosags. As urates tend to crystallize ocut
of an scid urine, a liberal fluid intake is recocmended, as well as
sufficient sodium bicarbonate (3 to 7.5 g. daily) or potassium ci-
trate (7.5 g. daily) to maintain an alkaline urine (see PRECAUTIONS).

Alkalization of the urina is recoomended until the serum uric acid
level returns to normal limits (maximus normal lavels in aales about
6 ug. per 100 cc., in females about 5 mg. per 100 ce. and tophaceocus
deposits dissapesr, i.e., during the.period whan urinary excretion
of urates is at & high lsvel. Thersafter, alkalizaticn of the urine
and the utual restriction of purine-producing foods may be somevhat
relaxed.

Probenecid with colchicine (or probenecid) should be continued at the
dosage that will maiantain norwzal serum uric acid levels. When acute
attacks have been absent for six mouths or more and serun uric a-

cid levels remain within norwal 1imits, the daily dosags of pro-
benecid with colchicine nsy be decreasad by one tadlet avary six
months., The maintenance dosage should not be reduced to the point
vhere serum uric acid levels tend to rise.

HOW SUPPLIED: Probemecid 500 og. snd Colchicine 0.5 wg. Tablets
are supplied in bortles of 100 and 1000 tablets.
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