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COLCHICINE (0.5 mg.)

DESCRIPTION: Prubonocid is the generic

name for p-(dip acid.
Coloiicine is an nlkuoid CanNO.. obtained
frasm various species of Coichicum.

ACTONS: Probenecid is a uricosuric and
renal wubular biocking agent. it inhibits the tuby-
of urate, thus increasing the

of penicillin and usually increased penicillin
plneme lovels by any route the antibiotic is gi-
van. A 2-foid to 4-foid elevation has been de-
mangirated for various panicilling.

Pyglisnocid aiso decreases the urinary excre~
tion of amino-salicylic acid (PAS), aminohip-
purie acid (PAH), phenolsuﬂonphmm (PSP),

produce a temporary, leukopenia that is fol-
lowed by fsukocytosia,

INDICATIONS: For the treatment of chronic
gouty arthritis when complicated by frequent,
recurfent, acute attacks of gout.

CONTRAINDICATIONS: Probenecid and
coichicine ase contraindicated in persons who
have shown hypersensitivity to either of its
componsents or aspirin.

The drug is not recommaendad in persons with
known blood dyscrasias or uric acid kidney
stones.

Therapy with prob ang colch hould
not be started untit an acute gouty attack has
Subsided.

WARNINGS: £ of gout
therapy with probenecid and colchicins may o(.\
cur; in such cases additional colchicine therapy
i3 advisable. In patients on prebenecid and col-
chicine the use of snlycﬂmo in large or small
doaes is contraindicat it an-
Qo the ur ric action of prob id
The biphasic action of sallcyl mthorenal
tubies accounts for the so-called ”paradoxicat
oﬂect" ol uricosutic agents. In patisnts on
d and who require a mild

mmc acid, 17-k . and

td both h patic and
rensl oxcretion of sultobromophthalein (B8SP).
The wibular reabsorption of phosphorus is inhi-
bited in hypoparathyroid but not in
ouparathyroid individuals. Probenecid pro-
duass an insignificant increase in free suffa
pisama concentrations, but a significant in-
crease in total sulta plasma lovels.
Fraenecid does not influence plasma concent-
ralisms of salicylates, nonhoexcrationof strep-
tomycin, chior p ¥, chior Y N
omylatracyciine, or neomycin.

Thmodoofncuonofeolchicﬁnomgoutlsum

kmpwrn. it is not an analgesic, though it rel

pain in acute attacks ot gout. It is not a
uricosuric agent and wiil not prevent progres-
sion of gout to chronic gouty arthritis. it does
have a prophylacﬁc supuessive offect that
heips to of acute
andto retieve tho residual pain and mild di

ig agent, the use of acetaminophen
rather than smail doses of salicylates would be
preterred. The appearance of hyperssnsitivity
reactions requiras cessation of therapy with
probenecid and colchicine.
Cell division in animais and plants can be ar-
rested by coichicine. in certain species of ani-
mal under certain conditions it has produced
teratogenic effects and has adversetly affected
spermatogenesis. Reversidie szoospermis has
been reported in one patient.

PRECAUTIONS: Hematuria. renal cotic,
costovertebral pain, and formation of urate
Stones associated with the use of probenecid
and cokhicing in gouty patients may be pre-
vented by alkatization of the urine and a liberal
fluid intake. (See Dosage and Administration).
In these cases when alkali is administared, the

acid-base bal of the pati houid be
" watched.
Prob d and have been used in

fort that pati with gout lly feed. In
man and cartain other animais, coichicine can

patients with some renal impairment, but dos-
age requirements may be increased. Prob-



enacid &and colchicine may not be effective in
chronic renal insufficiancy particularly whern the
glomarular filtration rats is 30 mi./min, or less.
Use with caution in patients with a history ot
peptlic ulcsr.

As pr id d the ranal excration of
conjugated sulfa drugs, plasmsa concentrations
of the latter should be datermined trom time to
time when a suifa drug and probemcld with
coichicine are inistered for p qed
periods.
A reduci bat may app in the urine
o! pauems receiving probenecid. Although this
app with the di o of therapy,
a faise diagnosis of glycosuria may be made
because ot & falge-poaitive Benedict's test.

ADVERSE REACTIONS: Headache, gas-
stinal symp (a.g..
vomiting), urinary frequency, hyperunamvny
teactions {including anaphylaxis. dermatitis,
pruritus, and fever), sore gums, flushing, and
anomia have occurad 1oﬂomng the use of prob-
d; also h ar which in soma
ms!ancea could be ramad to ganetic deficlency
of glucose~6-phosphates dehydrogenase in red
blood ceils. Nephrotic syndrome, hepatic nec-
rosis, and apiastic anemia occur raraty.

Side etects dus to colchiting appesar 1o b8 a
function of dosage. The most prominent
symptoms are refarable 10 the gastrointestinal
tract {a.g.. vomiting, ab al pain,
diarrhea) and may be panticularly troublesome
in the presance of peptic ulcer or spastic colon.
Al toxic doses coichicine may cause severs
diarrhea, generalized vascular damage, and
renal damaga with hematuria and oliguria.

. which disap 3 with
discontinuance of therapy, urticaria, dermatitig,
and purpurs have also boen reportad. Hyper-
sansitivity to caichicine is very rase, but should
ba borne in mind. The appearance of any of the
atorement symp may require raduc-
tion of dosage or di L of the drug.
When given for prolonged periods, caichicine
may cause agranuiocytosis, aplastic anemia,
and peripherat neuritis. Loss at hair attributadle
to colchicine therapy has been reported. The
possibitity of lmssod eolcmcmo toxicity in the
presance of. hepa Y ¢ I be con-
sitered.

DOSAGE AND ADMINISTRATION:
Therapy with probenacid and coichicine should
not be startad unti) an acute gouty attack has
subsided. However, if an acute gouty attack is
pracipitated DURING therapy probenecis with
colehicine may be continued without changing
the dosage, and additional colchicine should be
given 1o control the acute attack. The recom-
mended adult dosage is 1 tablat daily tor one
wask, followsd by 1 tablef twice daily theraafter.
However, il 1 y. the daily dosage may be
increased by 1 tablet every four weeks within
tolerance (and usuaily not above 4 tabigis per
day), if symptoms of gouty arthritis are nat con-
frolled or the 24 hour urate excration is not
above 700 mg. As noted probenecid may not be
effective in chronic renal inaufficiency, particu-
larty whan tha glomeruler filtration rate is 30
mi./min. or less.

Gastric intoterance may be indicative of over-
dosage, and may be corrected by decreasing
the dosage.

As uratas tand to crystallize out of an acid urine,
a liberaf fluid intake is cacommendad. as wei! as
sufficient sodium bicarbonate (310 7.5 g. deily)
or pctassium citrata (7.5 g. deily) to maintain
an alkaline urine (sae PRECAUTIONS).
Alkalization of the uring is recommended unth
the serum uric acid lavet returnsg lo normal limite
{maximum normal isvels in males about 6 mg.
per 100 ce., in fomalas aboutsmq por 100 &c.
and toph. ppear, i.e., during
the pertod when urinary sxcration of urates is st
a high level. Thereatter, atkalization of the urine
and the ususi restriction of purine-producing
foods may be somewhat relaxed.

Probenecid with colchicine (or probenecid)
should be continued at the dosage thet will
maintain normal setum uric acid levels. When
acute attacks have been absant for aix months
of more and serum uric acid lavels remain within
normal limits, the daity dosage ot probenecid
with colchicine may be decreased by one tabiet
avery six months. The maintenance dosage
should not be reduced to the point whare serum
uric acid levals tend to rise.

HOW SUPPLIED: Avaitable in botties of 100

and 1000. Oate of issue: 12/77
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