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.~ PRUCENECID AND COLCHICINE 2
0.5 ga. 0.5 ug. -~ -

DESCRIFTION: Probenacid 13 the genmsric name for p-(dipropylsulfamyl) benzoic acid. Colehicine is

an alkaloid, szuzsmé, obtained from various species of Colchicum,

ACTIONS: Probenscid is a uricosuric and rensl tubular blocking sgent. It inhibits the tubular re-
absorption of urste, thus increasing the urinary excretion of uric acid and decrevssing serum uric
acid levels. Effective uricocosuria reduces the ndascible urate pool, retards urate depoaition, and
promotes remorption of urate deposits. Probenscid inhibits the tubular seoretion of penicillin

and usually increased perdcillin plssma levels by sny route the antidiotic is given. A 2-fold w
3-fold elevation has been demonstrated for variocus penecillins.

Probenecid also decresses the urinary excretion of amino-salicylic acid (PAS), aminohippuric acid
{PAN), phenolsulfonphthalein (PSP), pantothenic acid, 17-ketostercvids, and sodium jodomethamate.
1t Qecreases both hepatic and rena) excretion of sulfobromophithalein {BSP). The tubular reabsorp~
tion of phosphorous is inhitdted in hypoparsthyroid but not in euparathyreid individuals. Prob~
enecid produces an insignificant incresse in free sulfa plasma concentrations, Wt a sygnificant
ineresss in total sulfa plasms levels.

Probenecid does not influence plapma concentrations of salicylates, nor the excretaon of 2ireptooy~
tin, ohlorsamphenicol, chlortetracycline, oxytetracycline, or neomycin.

The ande of action of colonicine in gout ie unknown. It ie not an enalgesic, though it relicves
pain in acute attacks of gout. It s not a uricosuric agent and will not prev. ression of

gout to chronie gouty arthritis. It does have a prophylactac, suppressive errmmﬁ

reduce the incidence of acute attacks and to relieve the residual patn and mil addkefo zc,g?s

patients with gout oecasionally feel. In man and certsan otH¥: can-produce 8
temporary, leukopenia that is followed by leukoeytosis. 'A R =
f .

INDICATIONS: Por the treatment of enroni¢ gouty artnritis when complicated by frequent, recurrent
acute sttacks of gout.

CONTRAINDICATIONS: Probenecid and colchioine are contraindicated in persons who nave shown hyper-
aeppitivity to sather of its components or aspirin.
The drug is not recompended in peraons with known bleood dyscrasias or uric ac:d kidoay atones.

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

WARNINGS: Exacerhation of gout following therapy with probenecid and colcnicine may occuri ia
such cases additional colchieine therapy 1s advipsble. In patients on probenecid and colehicine
the use of salicylates in large or small doses js contraindicated because it antagonizes tne
urigosuric action of probenecid. The biphssic action of salicylates in the renal tubules accounts
for the so-cslled "paradoxical effeot” of uricosuric agents. In petients on probenecid end col-
chigine vho require a mild analgesic agent, the use of acetsminophen rather tnan small doses of
salicylates would be preferred. The appearance of aypervensitivity reactions requare ceasation
of therapy with probenecid and colechicine.

Cell davinion in animals and plants can be arrested by colchicine, In certaan species of animal
under certain condations it has produced tsrstogenic effects and nas adversaly affected sperm-
atoganeais. Reversible azoospermia has Deen reportad in one patient.

PRECAUTIONS: Hematurtia, renal colie, costovertadbral pain, and formation of urate otones sysoc-
iated wvith the use of probenecid ¢nd colchicine in gouty petients msy be prevented by alkali-
zation of the urine and a libers] fluid intake. {See Dosage and Administration}. In these cases
when alkali is administered, the acid-base balance of the patient ahould be watebed.

FProbenetid and colchicine have been used in petiepts with soms renal impsirment, but dosage re-
Quirements may be increased. Probenscid and colonicine may not be effective in chronic rensl in-
sufficiency particularly when the glomerulsr rste is 30 ml./min, or lesa. .




- ~
USE WITH CAUTION IN PATIENTS WiTH A HISTORY OP PEPTIC ULCER.
As probenscid decresses the remal excretian of conjugated sulfa drugs, plasma concentrstions of
the latter should be determined from time to time when a sulfa drug and probenscid with col-
¢hicine are coadministered for prolanged periods.

A reducing substance may appear ip the urine of patients receiving probenecid. Although this dis~
appears with discontinuance of therapy, a false diagnoeis of glycosuria may be made becsuss of s
false-positive Bensdiot's test.

ADVERSE REACTIONS: Headache, gastrointestinal ajmptoms (e.s., anorexis, nauses, vomiting), urin-
ary frequency, hypersensitivity reacticns (including apaphylaxis, dermatitis, pruritie, and fever),
sore gums, flushing, and anemis have occured following the use of probenscid; alsc namolytiec ane-
ads which in same instances could be related to gvnetic deficiency of glucose—6-phosphate de~
hydrogenass in red dlood cells. Nephrotic syndrome, hepatic mecrosis, and aplastic anemis ccour
rarely. Side e¢ffects due to oolshicine appear to be a function of dossge, The oost prominant
synptoms are referable to the gastrointestinal tract (e.g., nausea, vomiting, abdominal pain, and
diarrhes) and may be particularly troublescme in the presence of peptic ulcer or spastie colon.
At toxie doses colchicine may cause severe diarrhea, generslized vascular dssage, and renal dam-
age with hematuria and oliguria., Muscular kn , wideh &1 > with discontinuance of ther-
apy, urticaris, dermatitis, and purpura have alsc been reportad. Hypersenaitivity to colechicine
is very rare, but should be borne in mind. The sppearance of any of the aforementioned symptoms
may require reduction of dossge or discontinuance of the drug. When given for prolonged periods,
calchicine may cause agramulocytosis, aplastic anemia, and peripheral neuritis. Loss of hajr
attributable to colchicine therapy has been reportsd. The possibility of inoreased colehicine
toxicity in the presence of hepatic dysafunction should de coneidered.

DOSAGR AND AIMINISTRATION: Therapy with prodenecid and colchicine should not be started until an
acute gouty attack has subsided. Howover, if an acute gouty attack is precipitated DURING therapy
probenscid with colchicine say be continued without changing the dosage, and sdditional colchicipe
snould be given to control the acute attack. The recommended sdult dosage is 1 tablet dailly for
ons week, followed by 1 tablet twice daily thereaftar. Howsver, if necessary, the daily dosage
may be increased by 1 tablet 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 urete excretion is oot
above 700 mg. As noted probenecid may not be effeotive in chremic renal insufficiency, particul-
arly when the glaperular filtration rate is 30 ml,/=in. or less.

Gastric intolerance may be indicative of overdosage, and may be corrected by decreasing the dos-
age.

As urstes tend to crystallize cut of an ac1d urioe, & liberal fluid intake is recormendsd, as
well as sufficient sodium tdearbonate (5 to 7.5 g. daily) or potassiums citrate (7.5 g. daily) to
maintain an alkaline urine {eee PRECAUTIONS).

Alkslization of the urine is recommended until the serum uric acid level returns to norual limits
(maxizsss normal levels in males sbout 6 mg. per 100 ce., in females about 5 mg. per 100cc. snd
tophaceous deposists disappear, i.e., during the period when urinary excresticn of urates is at a
nigh level. Thervafter, alkalization of the urine snd the usual restriction of purine-producing
foods may be sapewhat relaxed.

Probepecid with colchicine {or probenecid) sbould be contimed at the dosage that will maintain
oorsal serum uric acid levels. When acute attacks bave been absent for six months or more and
serum uric acid levels remain within normal limits, the daily dosage of probenecid with colehicime
=ay be decreased by one tablet every six The maints o should not be redaced to
the point where serum uric acid levels tend to rise.

HOM SUPPLIED: White compressed tablet in bottles of 100 and 1000.

Date of Issue; Jamuary 16, 1973,
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