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>ESCRIPTION No change requested 

(Inseti fhe proprietary name and the esfabkhed name (if any} of the drug, type of 
Dosage form (followed by fhe phrase “for oral adminisfrafion’3, the established 
Tame(s) and quantify of the active ingredient(s) per dosage unit, the total sodium 
zonfent in mill igrams per dosage unit if fhe sodium content of a single recommended 
dose is 5 mill igrams or more, fhe established name(s) (in atphabefical order) of any 
inactive ingredient(s) which may cause an allergic hypersensifivify reaction, the 
Dharmacological or therapeutic class of fhe drug, and fhe chemical name(s) and 
sfrucfural formuia(s) of fhe drug..) Aspirin is an odorless white, needle-like crystalline 
x powdery substance. When exposed to moisture, aspirin hydrolyzes into salicylic 
snd acetic acids, and gives off a vinegary-odor. It is highly lipid soluble and slightly 
soluble in water. 

The proposed change to the Clinical Pharmacology/Mechanism of Action section is consistent 
with: Aspirin information, PRAVIGARD PAC. Issued May 2003. The PRAVIGRAD PAC label 
reflects the Agency’s most recent aspirin labeling. 

Absorption: In general, immediate-releasC aspirin is well and completely No change requested 
absorbed from the gastrointestinal (Gt) tract. Foilowing absorption, aspirin is 
hydrolyzed to salicyiic acid with peak plasma levds of salicylic acid occurring wi!hin 
I-2 hours of dosing (see PHARMACOKlNETlCS-Mefabol ism). The rate of 
absorption from the GI tract is dependent upon the dosage form, the presence or 
absence of food, gastric pH (the presence or absence of GI antacids or buffering 
agents), and other physiologic factors. Enteric coated aspirin products are erratically 
absorbed from the GI tract. 

Distibution: Salicylic acid is widely distributed to all tissues and fluids in the body 
ncluding the central nervous system (CNS), breast milk, and fetal tissues. The 



Mefabolism: Aspirin is rapidly hydrolyzed in the plasma to salicylic acid such that No change requested 
plasma levels of aspirin are essentially undetectable 1-2 hours after dosing. Salicylic 
acid is primarily conjugated in the liver to form salicyluric acid, a phenolic 
gfucuronide, an acyl glucuronide, and a number of minor metabolites. Salicylic acid 
has a plasma half-life of approximately 6 hours. Salicylate metabolism is saturable 
and total body clearance decreases at higher serum concentrations due to the 
limited ability of the liver to form both salicylunc acid and phenolic glucuronide. 
Following toxic doses (IO-20 grams (g)), the plasma half-life may be increased to 
over 20 hours. 

Elimination: The elimination of salicylic acid follows zero order pharmacokinetics; The proposed change to the PharmacokineticslElimination section is consistent with: 
(i.e., the rate of drug elimination is constant in relation to plasma concentration). Aspirin information, PRAVIGARD PAC, Issued May 2003. The PRAVIGRAD PAC label reflects 
Renal excretion of unchanged drug depends upon urine pH. As urinary pH rises the Agency‘s most recent aspirin labeling. 
above 6.5,the renal clearance of free salicylate increases from < 5 percent to > 80 

as-the phenolic and 5 acyl glucuronides of 

e. This effect lasts for the life of the platelet and 
~gfegating factor tbrombo~ne AZ. Non- 
is enzyme and have no effect on platelet 
es, aspirin reversibly inhibits the fomation of 
is an arterial vasodilator and inhibits platelet 



Doses of asoirin in the ranoe of 50 -150 ma daily are as effective as hiaher doses 
For the orevention of serious vascular events (nonfatal stroke, nonfatal mvocardial 
infarction or vascular death). 

The proposed change to the Warnings/G1 Side Effects section is consistent with the following 
scientific/clinical data: 
Attachment 3: Integrated Summary of Efficacy 
Antithrombotic Trialists’ Collaboration (ATC), 2002 

In the Antithrombotic Trialists’ Collaboration (ATC) meta-analvsis of 287 studies 
involvino 212.000 oatients. as aspirin doses increased above 75 ma, there was no 
improvement in effrcacv for serious vascular events. Amona the trials of hiaher dailv 
doses of aspirin vs. no aspirin, no oarticular ranoe of as&in dose was areferable for 
the prevention of serious vascular events. The proportional reduction in vascular 
events was 19% with 500 - Z 500 ma da&. 25% with 160-325 ma dailv. and 32% 
with 75-199 dailv. 

lschemic Stroke and Transienf lschamic Affack (TIA): In clinical trials of subjects The proposed change to the Clinical Studies/Transient lschemic Attack section is consistent 
with TIAs due to fibrin platelet emboli or ischemic stroke, aspirin has been shown to with; Aspirin information, PRAVIGARD PAC, Issued May 2003. The PRAVIGRAD PAC label 

reflects the Agency’s most recent aspirin labeling. 
combined endpoint of TIA, stroke, or death by about 13-18 

Suspecfed Acufe F&ocanfial infarction (II&): In a large, multi-center study of 
aspirin, streptokinase, and the combination of aspirin and strepfokinase in 17,187 
patients with suspected acute MI, aspirin treatment produced a 23 percents 
reduction in the risk of vascular mortality. Aspirin was also shown to have an 
additional benefit in patients given a thrombolytic agent. 

The proposed change to the Clinical StudieslMyocardial Infarction section is consistent with: 
Aspirin information, PRAVIGARD PAC, Issued May 2003. The PRAVIGRAD PAC label reflects 
the Agency’s most recent aspirin labeling. 

The proposed change to the Clinical Studies/Recurrent Ml and Unstable Angina Pectoris 
section is consistent with: Aspirin information. PRAVlGARD PAC, Issued May 2003. The 
PRAVIGRAD PAC label reflects the Agency’s most recent aspirin labeling. 

Chronic Sfable A 
designed to assess 
stable angina pecto 
of nonfatal Ml, fatal 
for vascular events 
significantly reduce 

The proposed change to the Clinical Studies/Recurrent Ml and Chronic Angina Pectoris 
section is consistent with: Aspirin information, PRAVIGARD PAC, Issued May 2003. The 
PRAVIGRAD PAC label reflects the Agency’s most recent aspirin labeling. 



No change requested 

Vascular Indications (ischemic Stroke, TiA, Acufe Ml, Prevenfion 
of Recurrenf Ml, Unstable Angina Pecforis, and Chronic Stable Angina 
Pecfotis): Aspirin is indicated to: (1) Reduce the combined risk of death and nonfatal 
stroke in patients who have had ischemic stroke or transient ischemia of the brain 
due to fibrin platelet emboli, (2) reduce the risk of vascular mortality in patients with a 
suspected acute Ml, (3) reduce the combined risk of death and nonfatal MI in 
patients with a previous Ml or unstable angina pectoris, and (4) reduce the combined 
risk of Ml and sudden death in patients with chronic stable angina pectoris. 

Revascularizafion Procedures (Coronary Artery Bypass Graff 
(CABG), Perwfaneous Tran~~mjna~ Coronary Angiopiasiy (PTCA), and 
Carotid Endarferecfomy]: Aspirin is indicated in patients who have undergone 
revascutaritation procedures {i.e., CABG, PTCA, or carotid endarterectomyf when 
there is a preexisting condition for which aspirin is already indicated. 

Rheumatoiogic Disease indications (Rheumatoid Arthrifis, 
Juvenile Rheumatoid Adhrifis, Spondyloatfhropafhies, 
Osfeoarfhrifis, and the Arihritis and Pleurisy of Sysfemic Lupus 
Erythemafosus (SLE)): Aspirin is indicated for the relief of the signs and symptoms of 
rheumatoid arthritis, juvenile rheumatoid arthritis, osteoarthritis, 
spondyloarthropathies, and arthritis and pleurisy associated with SLE. 



ANergy: Aspirin is contraindicated in patients with known allergy to nonsteroidal 
anti-inflammatory drug products and in patients with the syndrome of asthma, 
rhinitis, and nasal polyps. Aspirin may cause severe urticaria, angioedema, or 
bronchospasm (asthma). 

Reye’s Syndrome: Aspirin should not be used in children or teenagers for viral 
infections, with or without fever, because of the risk of Reye’s syndrome with 
concomitant use of aspirin in certain viral illnesses. 

Alcohol Warning: Patients who consume three or more alcoholic drinks every day No change requested 
should be counseled about the bleeding risks involved with chronic, heavy alcohol 
use while taking aspirin. 

Coagulation Abnormalifies: Even low doses of aspirin can inhibit platelet function No change requested 
leading to an increase in bleeding time. This can adversely affect patients with 
inherited (hemophilia) or acquired (liver disease or vitamin K deficiency) bleeding 
disorders. 

GI Side Effects: GI side effects include stomach pain, heartburn, nausea, The proposed change to the Warnings/G1 Side Effects section is consistent with the following 
vomiting, and gross GI bleeding. Although minor upper GI symptoms, such as scientific/clinical data: 
dyspepsia, are common and can occur anytime during therapy, physicians should Attachment 2: Integrated Summary of Safety 
remain alert for signs of ulceration and bleeding, even in the absence of previous GI Peters et al. 1 2003; 
symptoms. Physicians should inform patients about the signs and symptoms of Gl Top01 et al., ‘2003; 
side effects and what steps to take if they occur. Aspirin doses of 7%150 rng dailv Serebruany et al., 2004 
have been shown to have a lower risk of maior bleedino events. when compared Serebruany et al., 2005 
with aspirin doses of >I 51 mq, 

Peptic Ulcer Disease: Patients with a history of active peptic ulcer disease should No change requested 
avoid using aspirin, which can cause gastric mucosal irritation and bleeding. 

Preonan~v: Preonant women shouid onlv take aspirin if eteadv needed. Because The proposed addition of the Warnings/Pregnancy section is consistent with: 
of the known effects of nonsteroidat acts-in~~mrnato~ druns ~NS,4!Ds~ on fetal Aspirin information, PRAVIGARD PAC, Issued May 2003. The PRAVIGRAD PAC label reflects 
cardiovascular svstem fcfosure of the ductus arteriosus). use dunno the third the Agency’s most recent aspirin labeling. 
trimester of preanancv should be avoided. Salicvtate products have also been 
associated with alterations in maternal and neonatal hemostasis mechanisms, 
decreased birth weight and with oerinataf mo~aiitv. 



Aspirin Professional Labeling Proposed Changes 
Citizen Petition 
M

cNeil Consum
er & Specialty Pharm

aceuticals 

Vol 1 
Pg 40 



e can inhibit renal clearance of methotrexate, leading to 
especially in the elderly or renal impaired. 

decreased renal function. 
Oral Hypoglycemics: Moderate doses of aspirin may increase the effectiveness of 

oral hypoglycemic drugs, leading to hypoglycemia. 
Uticosutic Agents (Probenecid and Sulfinpyrazone): Salicylates antagonize the 

uricosuric action of uricosuric agents. 

Carcinogenesis, Mutagenesis, lmpairrneflf of Fertilik. 
Administration of aspirin for 68 weeks at 0.5 percent in the feed of rats was not No change requested 
carcinogenic. In the Ames Salmonella assay, aspirin was not mutagenic; however, 
aspirin did induce chromosome aberrations in cultured human fibroblasts. Aspirin 
inhibits ovulation in rats. (See Pregnancy.) 

The proposed change of the Precautions/General/Pregnancy section is consistent with: 
Aspirin information, PRAVIGARD PAC. Issued May 2003. Pregnancy moved to end of 

Labor and Delivery ,,Aspirin should be avoided 1 week prior to and during labor No change requested 
and delivery because it can result in excessive blood loss at delivety. Prolonged 
gestation and prolonged labor due to prostaglandin inhibition have been reported. 

Nursing Mothers: Nursing mothers should avoid using aspirin because salicylate No change requested 
is excreted in breast milk. Use of hi&&doses may read to rashes, platelet 
abnormalities, and bleeding in nursing infants. 

Pediafric Use: Pediatric dosing recommendations for juvenile rheumatoid arthritis No change requested 
are based on well-controlled clinical studies. An initial dose of 90-130 mglkglday in 
divided doses, with an increase as needed for anti-inflammatory efficacy (target 
plasma salicylate levels of SO-300 pg/mL) are effective. At high doses (i.e., plasma 
levels of greater than 200 mg/mL), the incidence of toticity increases. 



Many adverse reactions due to aspirin ingestion are dose-related. The following is No change requested 
a list of adverse reactions that have been reported in the literature. (See 
WARNINGS.) 

Body as a Whole: Fever, hypothermia, thirst. 
Cardiovascular: Dysrhythmias, hypotension, tachycardia. 
Cenfrai Plepvous Sysfem: Agitation, cerebral edema, coma, confusion, dizziness, 

headache, subdural or intracranial hemorrhage, lethargy, seizures. 
Fluid and Elecfdyfe: Dehydration, hyperkalemia, metabolic acidosis, respiratory 

alkalosis. 
Gasfminfesfinal: Dyspepsia, GI bleeding, ulceration and perforation, nausea, 

vomiting, transient elevations of hepatic enzymes, hepatitis, Reye’s Syndrome, 
pancreatitis. 

Hemafologic: Prolongation of the prothrombin time, disseminated intravascular 
coagulation, coagulopathy, thrombocytopenia. 

liypersensifivify: Acute anaphylaxis, angioedema, asthma, bronchospasm, 
laryngeal edema, urticaria. 

Iwusculoskeletal: Rhabdomyolysis. 
Metabolism: Hypoglycemia (in children), hyperglycemia. 
Repmducfiver Prolonged pregnancy and labor, stillbirths, lower birth weight 

infants, antepartum and postpartum bleeding. 
Respirafoty Hyperpnea, pulmonary edema, tachypnea. 
Speciai Senses: Hearing loss, tinnitus. Patients with high frequency hearing loss 

may have difficulty perceiving tinnitus. In these patients, tinnitus cannot be used as a 
clinical indicator of salicylism. 

Umgenifak Interstitial nephritis, papillary necrosis, proteinuria, renal insufficiency 
and failure. 

The proposed change to the Adverse Reactions section is consistent with the following 
scientific’clinical data: 
Attachment 2: Integrated Summary of Safety 
Peters et al,, 2003; 
Top01 et al., 2003; 

These trials were the Clopidoarel in Unstable Anuina to Prevent Recurrent Events Serebruany et al., 2004 
[CURE) trial of 12.562 patients with acute coronarv syndrome IACSf without ST- Serebruany et al., 2005 

Vascular Occlusion (BRAV0) triai of 9190 aatients with coronafy and 
cerebravascular disease. 



Tahim 1 Rcrmmatad Channnr tn Pmftmsinnnl Annirin Lahelina 
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Aspirin Professional Labeling (21 CFR 8 343.80) Brief Explanation of Proposed Labeling Changes and Supporting References 
ADVERSE REACTIONS, cont. 
on aspirin: <IO0 ma=2.97%: 102-199 ma=35%:z200 ma=4.86% (see Table 1). 

Table 1. Percent Incidence of Maior and rife-~hreatenjn~ Blsedina by 
Various Doses of Aspirin 

Maior Bleedina Complications Percent incidence 
Aspirin ~100 ma/day 1.86 
Aspirin 101-I 99 maldav 2.82 
Aspirin P 200 ma/day 3.67 
o-value for trend co 0001 
Adiusted QR for 201-199 mofdav vs. 5100 mq/day 1‘52~2.31~ 
Adiusted OR for 2 200 maldav vs. SIOO ma/day 1.70 Cl .22 to 2.59) 

Life-Threat~inu Bleedina Complications 
Aspirin SZOO ma/day 1.26 
Aspirin 101-199 ma/day ‘1.90 
As&in 2 200 ma/day 2.37 
p-value for trend m  
Adjusted OR for 101-199 ma/dav vs. <-IO0 maldav 1.48 CO.89 to 2.46) 

Abbreviations: OR=odds ratio 

Within the placebo plus aspirin Group of the BRAVO trial. the incidence of serious 
bleedina was,2.4% amend patients takina 75-162 ma of aspirin daiiv and 3.3% 
amono o&tents takino > 162 ma of aspirin daiiv. The incidence of anv bleedina was 
t 2 .I %  amona patients takina 75-162 ma of aspirin daily and 15.4% amona patients 
takina >j62 ma of aspirin dailv. Transfusion was reauired for I .O% of the oatients 
takino 75-262 mo of aspirin dailv and 9.0% amono patients takina > 262ma of 
aspirin da&. Transfusion was reou~red for 3.4% of the patients takina 75162 mo of 
aspirin da& and 5.9% of patients taking > 162 mo of aspirin (see Table 2). 

Serious bleeding 

Low Dose. f-fisher &se 
75-l 62 ma/d 2162 ma/d 

ln=24!410) Jn=2179) 
&$ 3.3 

Anv bleeding 

Transfusion 
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ted Summary of Safety 
ted Summary of Efficacy 

Chronic &x&u: Aspirin doses of 50-150 mo dailv canv a lower risk of maior 
bteedina events, particutarlv GI bleedinq. when compared with doses >‘I 51 mo daily. 
while providina comparable efficacv (See WARNINGS: GI Side Effects). 
The recommended aspirin dose for chronic administration is 75-250 mq daitv, which 
is safe and effective for Prevention of Recurrent MI and for Treatment of Unstable 

which is safe and effective for ischemic Stoke and TIA. Aspirin in recommended for 
patients wko undergo Revasc~iad~a~on Procedures, such as Coronarv Arteq 
Bvpass Grafting. Anoiooiastv. or Carotid Endarterectomv. If there is a ore-existing 
~nd~tion for which aspirin is alreadv indicated, therapy should be continued 
indefinitelv. 

Acufe Dosing: Suspecfed Acute lwlr The initial dose of 160-162.5 mg is 
administered as soon as an Ml is suspected. The maintenance dose of 160-162.5 No change requested 
mg a day is continued for 30 days post-infarction. After 30 days, consider further 
therapy based on dosage and administration for prevention of recurrent MI. + 

Revascularization Procedures: 
CABGr 325 mg daily starting 6 hours post-procedure. Continue therapy for 1 year No change requested 

post-procedure. 
PTCA: The initial dose of 325 mg should be given 2 hours pm-surgery. 

Maintenance dose is 160-325 mg daily. Continue therapy indefinitely. 
-C&K&~ ~~~a~erec~om~: Doses of 80 mg once daily to 659 mg twice daily. started 
presurgery, are recommended. Continue therapy indefinitely. 

The initial dose is 3 g a day in divided doses. Increase as No change requested 
atory efficacy with target plasma saticylate levels of 150-300 
., plasma levels of greater than 200 mg/mL), the incidence of 

is 90-I 30 mgtkglday in divided doses. 
cacy with target plasma salicylate levels 
levels of greater than 200 mglml), the 



unsy of SLE: The initi ose is 3 g a day in divided doses. 
increase as needed for anti-inflammatory efficacy with target plasma salicylate levels 
of 150-300 g/mL. At high doses (i.e., plasma levels of greater than 200 mg/mL), the 
incidence of toxicity increases. 

- (msert specific information regarding, strength of dosage form, units in which the 
dosage form is generally available, and information to facilitate identification of the 
dosage form as required under Sec. 201.57(k)(l), (k)(2), and (k)(3).) Store in a tight 
container at 25% (77OF); excursions permitted to 153O*C (59-8PF). 


