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DESCRIPTION:

Aminocaproic acid is no-

hexanoic acid, which acts as an

inhibitor of fibrinotysis.

hts structural tormula is:
M,T(cn,),cn,coon

NH,
CgHioNO, MW 131.17

Aminocaproic-acid is solubke in
water, acid, and alkatine sofu-
lions: it is sparingly solubie in
methanol and practically insol-
uble in chioroform.

Each Aminocaprosc Acid Tabist
USP for oral administration
contains 500 mg of amino-
€aproic acid and the lollowing
inactive ingredients: magne-
sium stearate, povidona and
stearic acid.

CLINICAL PHARMACOLOBY:
The fibnnolysis-inhibtory ef-
fects of aminocaproic acid
appear to be exertad principat-
ly via inhibition of plasminogen
aclivators and to 2 lesser
degree throupgh antiptasmin
activity.

in adufts, oral absorption
appears 10 be a zerp-order
process with an absorption
rate of 5.2 p/r. The mean lag
time in absorption is 10 min-
utes. After a single oral dose of
5 g, absorption was compiete
(F=1), Mean + SO peak plasma
concentrations (164 1+ 28
mcg/mL) were reached within
1.2 1 0.45 hours.

After oral administration, the
apparent volume of distribu-
tion was estimated to be 23.1 ¢
66 L (mean &+ SD). Cor-
respondingly, the volume of
distribution after intravenous
administration has  been
reported 1o be 30.0 « 82 L.
After proionged administea-
tien, aminocaproic acid has
been found to distribute
throughout extravascular and
intravascular compartments of
the body, penetrating human
red blood cells as well as other
tissue cefls.,

Renat excretion is the pnmary
route of elimination, whether
AMNOCAProic ackd is adminis-
fered oratly or intravenously,
Sixty-five percent of the dose
i3 recovered in the urine as
unchanged drup and 31% of
the dose appears as the
metabolite adipic acid. Renal
clearance (116 mL/min)
approximates endogenous cre-
atinine clearance. The tota)
body clearance is 169 mL/min.
The terminal eiimination half-
lite for aminocaproic acid is
approximately 2 hours.

INDICATIONS AND USAGE:
Aminacapfoic  Acid Tablets
USP are useful in enhancing
hemostasis when fibrinolysis
contribuies 1o bieeding. In lite-
threatening situations, fresh
whole blood transtusions, fib-
rinogen infusions, and other
emergency measures may be
required.

Fibrinotytic bleeding may fre-
quently be associated with sur-
gical complications lollowing
heart surgery (with or without
cardiac bypass procedures)
and portacavai shumt; hemato-
logical disorders such as
aplastic anemia; abruptio pla-
centae; hepatic cirrhosis; neo-
plastic disease such as carci-
foma of the prostate, fung,
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threateming 3ituahnns. resh
~hole dlood transtusions. hb-
nnogen nfusions. and other
emergency measures may be
required.

Fibrinoiytic bleeding may fre-
quently be associated with sur-
gical complications Ipllowing
reart surgery (with or without
cardiac bypass procedures}
and portacaval shunt. hemato-
togical disorders. such as
aplastic anemia; abruptio pla-
centae; hepatic crhosis, nec-
plastic disease such as carci-
noma of the prostate. 'uag.
stomach, and cervix.

Urinary librinotysis. usually a
noimal physiological phenom-
enon, may frequently be asso-
ciated with lite-threatening
complications following severe
trauma. anoxia. and shock.
Symptomatic of such comph-
cations is surgical hematuria
(following prostatectomy ad
nephrectomy) of nonsurgical
hematuria {accompanying
polycystic or neoplastic dis-
eases af the genitourinary sys-
tern). (See WARNINGS.}

CONTRAINDICATIONS:
Aminocaproic acid shouid not
be used when there is evidence
01 aN aLLisk nliavanuie vt
ting process.

When there is uncertaioty as 10
whethes Lhe cause of bieeding
is primary fibnnolysis of dis-
seminated intravascular coag-
ulation (DIC), this distinction
must be made before adminis-
tering aminacapro acid.

The following lests can be
appiied 1o ditferentiate the two
conditions:

oPlatelet counl is vsuaily
decraased in DIC but normal in
primary fibnnolysis.

«Protamine paracoaguiation
test is positive in DIC; 2 precip-
itate forms when protamine
sulphate is dropped nto citrat-
ed plasma. The testis negative
in the presence ot primary fib-
rinokysis.

«The euglobuiin clot lysis test
1 abnormal in primary fibrino-
tysis but normat in DIC.
Aminocaproic acid must not be
used in the presence of DIC
without concomitant heparin.

WARNINGS:

tn patients with upper urinary
tract bleeding, aminocaproic
acid administration has been
known to cause intrarenal
obstruction in the form of
glomeruiar capillary thrombo-
sis of clots in the renal petvis
and uteters. For this reason.
aminocaproic acid should not
be used in hematuna of upper
urinary \ract origm, unfess the
possible benefits outweigh the
risk.

Subendocardial hemorrhages
have been observed in d0gs
given intravenous infusions of
0.2 times the maximum human
therapeutic dose of amino-
caproic acid and in monkeys
given B times the maximum
human therapeutic dose of
aminocaproic acid.

Fatty degeneration of the
myocargium has been reported
in dogs given intravenous
doses of aMinocaproic ackd
0.8 to 3.3 times the maxmum
human therapeutic dose and in
monkeys given intravenous
doses of aminocaproi acid

§ times the maximum human
Iherapeutic dose.

Rarely, skeieial muscle weak-
ness with necrosis of muscle
fibers has been reported fol-
fowing prolonged administra-
tion. Clinical presantation may
range from miki myaigias with
weakness angd fatigue to 2
severs proximal myopathy
with rhabgomyalysis, myoglo-
binuria, and acute renal failure.
Muscle enzymes, especialty
creatine phosphokinass {CPX)
are elevated. CPK levets should
be monltored in patients on
tong-tesm  therapy. Amino-
capraic acid administration
shouid be stopped if a rise in
CPK is noted. ution
Jows discontinuation of amiro-
caproic acid; however, the syn-
drome may recur il amino-
caproic acid is restarted.

The possibikity of cardiac mus-
cle damage should also be con-
sidered when sketetal myopd-
thy occurs. One case of cardiac
and hepatic lesions observed n
man has been repoded. The
patient received 2 g of
aminocaproic acid every 6
hours fof a total dose of 26
Death was Oue lo continued
cereprovascular hemorrhage.
Necrotic changes in the heart
and irver were noted at aUtopsy.
PRECAUTIONS:

General:

Aminocaproic  acid inhibits
bath the action of plasminogen
activators and. to a lesser
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Subendocardial hemorrhages
have been gbserved in dogs
given (ntravenous infusions ot
02 times the maximum human
therapeutic dose of ammo-
caproe acd and n monkeys
given § limes the maximym
buman therapeutic dose of
aminacapioic acid.

Fatty degeneration of the
myocardium has been reported
- dogs gwen Intravenous
doses ¢! aminocaproic acid at
08 ta 3.3 limes the maximum
human therapeutic dose and in
monkeys given intravenous
doses of aminocaproic acid at
6 times the maximum human
therapeutic dose.

Rarely, skeletal muscle weak-
ness with necrosis of muscle
fibers has been reported fol-
lowing prolonged administra-
tion. Clinical presentation may
range from mild myaipias with
weakness and fatigue to a
severe proximal myopathy
with rhabdomyolysis, myoglo~
binuria, and acute renal faiture
Muscie enzymes, especially
creating phosphokinase (CPK)
are elevated. CPK levels should
be monitored  patients on
long-term therapy. Amino-
caproic acid administration
should be stopped if a rise in
CPK is noted. Resolution fol-
fows discontinuation of amino-
Caproic acid; however, the syn-
drome may recur it amino-
caproic acid is restarted.

The possibility of cardiac mus-
cle damage should also be con-
sidered when skeletal myopa-
thy occurs. One case of cardiac
and hepatic lesians observed in
man has been reported. The
patiem received 2 g of
amingcaproic acid every 6
hours for a total dose of 26 9.
Death was due to continued
ceredrovascular hemorrhage.
Necrotic changes in the heart
and liver were nated at autopsy.

PRECAUTIONS:

Gewsral:

Aminocagroic  acid  inhibits
bath the action of plasminogen
activators and, to a lesser
degree, plasmin activity. The
dru) should NOT be adminis-
tered without 3 definde diagno-
sis and/or {aboratory finding
indicative of hypertibrinolysis
{hyperplasminermia).’
inhibition of fibrinolysis by
aminocaproic acid may theo-
retically result in clotting or
thrombosis. However, there is
no definite evidence that ag-
ministration of aminocaproic
acid has been responsible for
the few reported cases of”
intravascular clotting which
followed this treatment. Ra-
ther, it appears that such intra-
vascular clotting was most
likely due to the patient's pre-
existing clinical condition, e.g.,
the presence of DIC. It has
been postuiated that axtravas-
cular clots formed in vivo may
not undergo spontaneous iysis
as do normal clots.

Reports have appeared in the
literature of an increased inci-
dence of certain neurclogical
deficits such as hydroce-
phalus, cerebral ischemia, or
cerebral vasospasm associated
with the use of antifibrinoiytic
agents i the treatment of sub-
arachnoid hemarrhage (SAH).
All of these svents have aso
been described as part of the
natural course of SAH, of as a
consequence of diagnostic
procedures such as angiogra-
phy. Drug reiatedness ramains
unclear.

Epsilon-aminocaproic  acid
should not de administered
with Factor 1X Complex con-
centrates os Anti-inhibitor Co-
aguiant concentraies, as the
risk of thrombosts may be in-
creased.

Laboratory Tests:

The use of aminocaproic acid
should be accompanied by
lests designed to determine

poer




