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INTEGRILIN® (eptifibatide) INJECTION
For Intravenaus Administration

DESCRIPTION *

Eptifibatide is a cyclic heptapeptide containing six amino acids and one mercaptopropionyl (des-amino cysteinyl) residue. An interchain disutfide bridge is
formed between the cysteine amide and the mercaptopropionyl moieties. Chemically it is N{aminoiminomethyf)-N2-(3-mercapto-1 propyl-L-lysylglycy
L-a-aspartyl-L-tryptophyl-L-prolyi-Lysteinamide, cyclic (1 B)-disuifide. Eptifibatide binds to the platalet receptor glycoprotein (GP) Iifa of human
platelets and inhibits platelet aggregation.

The eptifibatide peptide is produced by sojution-phase peptide synthesis, and is purified by preparative reverse-phase fiquid chromatography and tyophilized.
The structural formula is:
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INTEGRILIN (eptifibatide) injection is a clear, cok sterile, non-pyrogenic solution for i (V) use. Each 10-mi. vial contains 2 mg/mL of eptifibatide
nd each 100-mL vial contains 0.75 mg/mL of eptifibatide. MMNWMMMEMS.ZSWMMMNMWSMMM
105.25.

CLINICAL PHARMACOLOGY

Mechanism of Action. wmmmmmmmwmmmuwmmmwmm
ligands 10 GP iiblla. mmmmmm.mmasammwammmmmmmwm
mwmmammmummmmmsmmmmmummm
platwiet.

Pharmacodynamics. mummmmamwmﬁm«ammm,mmma
mmnwwmmmmmsmnnmmmumwmmmmummm
mmmwmm:mmammduwm. Platelot aggregation in dogs was aiso inhibited by

. mammmmazm;mmmmmmmmmmmwwm

artery injury (Folts model).
mummmmaummnmmmhmmmmmmammm
mwuqummmmmm mmmmmmmmmmmwm
third women. hmmmmammamwwmmmmmmmm-m
concentration-dependent manner. mmmmmmwmmmmmmm Table 1 shows
umuummumuhnmmmmmsmummmmwmmmmm-
anticoaguiatad piatsiet-rich plasma and an bieeding time.

Table 1
Platsiet inhvibition and Bleeding Time
MPACT It PURSINT
1350.5* 180/2.0"
nmumumwmmm 69% %
P Mdmmnmm 40-50% >30%
+ leading-ime prolongation st sisady state <5x <5x
Inhibition of platelet aggregation 4h after infusion discontinuation <% <50%
) M\gmwmmmmm 1x . 1.4x

TS ot fo ifusion of 0.€ ukrvemin

;190 104 bolus folewsd by & cotnuocs infusion of 2.0 yg/igmia

:MMMMMMMMMMMMWMWWWWMM
PRECAUTIONS: Drug interactions).

; Mmmhwmmbmmaﬁmum:mmnmﬂmmmwwﬂndm Differences smong
' @thnic groups have not been assessed.

| Prarmacokinetics. mmumnmwmmmmmmmmnmmmmm
Masnammmuﬁhmum mmwmmmwmmmm
nammmmmmmdmmmwm mmummnm.mmu

mmmmmmummnmmmmmumwmmm
anbhﬂﬁ.hwmmmm )
Special Poputations. mnmmmmmnmnmmmmuymmmmm

; CLIMICAL STUDIES .'M ‘ - et il s "

EpMiaide was studied placsho-controlled, randomized studies, o (PURSUI) in patients Coronary syndrome (unstable angina (UA) or non-
MMMMNMWDhMMhM:mMMNWWh .
Nmmmmmwmmmw sbiation atherectomy, or excimer-taser

.Mam-ymmum;ummzmmmmdmmmmmammm;msn
.Ww(mmmumm1mumw.umumm:mbl mm), o positive CK-M8. This definition inchudes -
PMM‘NM—HWWM‘ mmmmuuwwo'mwmmu‘“
§T-eegmant elevution. o )
.‘Wmummnmmmmmmmmmmmommmmmm«m.Pmmsmuum
Fwwummwmmumewmmmmmamwhﬁmsrmm(mm




between 0.6 mm and 1 mm or depression >0.5 mm), T-wave inversion (>1 mm), or increased CK-M8. Important exclusion cCriteria included a history of
bieeding diathesis, avidence of abnormal bleeding within the previous 30 days, uncontrolied hypertension, major surgery within the previous 6 weeks, Stroke
within the previous 30 days, any history of hemorthagic stroke, serum iné >2 mg/dL, dependency on renal dialysis, or piatelet count <100,000/mem?.

Paﬂeniswemm\dwmmeiﬂwplambo,epﬁfbaﬁdﬂwumbdusfollomdbyazmymhhﬂmawfz.o).orepﬁﬁbaﬁdﬂwmmma
by @ 1.3 py/kg/min infusion (180/1.3). The infusion was continued for 72 hours, unﬁlhmpmldisdwge,umﬂtfnﬁneofwuwylﬂerymagramng
((‘ABG).MverooamedﬂrstexeeptmatﬂPClwasperformed.meeptiﬁbaﬁdeinfwionwasmnuedforﬂ hwrsafmfmepmcedn,a!hwingha
duration of infusion up to 96 hours.

The lower-infusion-rate am was stopped after the first imterim analysis when the two active-treatment arms apoeamd!nhavemsamehcidenceofbleedhg.

Patient age ranged from 20 to 94 (mean 63) years, and 65% were male. ThepaﬁenmwereBQ%Caums'an.s%Hispm.md 5% Black, recruited in the United
States and Canada (40%), Westem Europe (39%), Eastem Europe (16%), and Latin America {5%).

This was a “real world” study; each patient was managed according to the usual standards of meinvestiqaﬁomlsﬂt.fwnwnciasdmgqu.m.and
CABGmerefmdifferedwidetyfromsimtosneamfrmnmuytownwy. OimepaﬁmsinPURSqu%mmmedmecduﬁngdmginmw.o'
vmomSO%receivedintracoronarystents;Bmweremanagednmly(wimmPCIduringdrwinﬂJsimL

The majority of patients received aspirin (75-325 mg once daily). Heparin was administered intravenously or subcutanaously, at the physician's discretion,
mostcomnomyasaninu-avenmsbobstDOOUfwowedbyamﬁmwshmsimmomum. For patients weighing less than 70 kg, the recommended
heparinbdusdmewaseowkgfollowedbyacmﬁnuousinmsionoHZU/kg/h. A?argetaPTTdSOJOsecondsvmmcunmmed.Atmldlzsooaﬁem
underwent PC1 within 72 rtwrsafmrmndomlzaﬁmhwmmsemeyreceivm intravenous mmnmmanmmmmumﬁmmcnmm-sso
seconds.

The primary endpoint of the study was the occurrence of death from any cause or new myocardial infarction (M1} {evaluated by a blinded Clinical Endpoints
Committee) within 30 days of randomization,
Compamdbplacebo.epﬁﬁbaﬁdeadmhisteredasa180umbdtsfohwedbyazwmm&msigﬂﬁwmy(p=0m2)mmdﬂninddmd
endpoimevents(seeTableZ)Thereducuminmewdenmofmdpoimevemsin paﬁentsreceivhgepﬁibaﬁdsmevidemaanydm treatment, and this
reducﬁmwasmmnedmwaleastwdays(saeﬁgum 1).rmzmmmm«uummmmummmmmm(m
mmmnymwwwmmmmgpamaaodm

Table 2
Clinical Events In The PURSUIT Study

Placsbo Epiifibatide p-value
(100/2.0)
Dsathor MI (n=4739) (n=4722)
at%) )
3days 359 (7.6%) 279(5.9%) 0.001
7 days 552 (11.6%) 477001%) 0016
"]
%:mu'W(Pﬂmanyndpdno 745 (15.7%) 672(14.2% 0.042
Death 177 (3.7%) 165 (3.5%)
Nonfatal Mi 568 (12.0%) 507 (10.7%)

Figure 1
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Mmm-mammmm‘msmwmmwmmmmnuu

mmmmmnnzmmmmmmommw.mm

Patient age ranged from 24 1o 89 (mean MNMmmmmmmmsmmnmmM
mmumummﬂwmmammmwwnmmmmm

The primary endpoint was the composita o death, M, o Lrgent revascutarization, anafyzed st 30 days afe’ randomizaton in a8 pationts who racaived st least
one dose of study drug.
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As shown in Table 4, each eptifibatide regimen reduced the rate of death, Mi, or urgent intervention, atthough at 30 days, this finding was statistically significant
only in the lower-dase eptifibatide group. As in the PURSUIT study, the effects of eptifibatide were seen early and persisted throughout the 30-day period.

Table 4
Clinical Events in the IMPACT i Study

Placebo Eptifibatide Eptifibatide
(1350.5) (135/0.75)
ng%) nes) ne)
Patients 1285 1300 1286
65(5.1%) 36 (2.8%) 43(3.3%)
p-value vs. placebo ; 0.003 0.030
24 hours 123 (9.6%) 86 (6.6%) 89 (6.9%)
p-value vs. placebo 0.006 0.014
48 hours. 131(10.2%) 99 (7.6%) 102(7.9%)
p-vaiue vs. placebo 0.0 0.045
30 days (primary endpaint) 143(11.6%) 118(9.1%) 128 (10.0%)
p-value vs. placebo 0.035 0.179
30 days 110 (8.6%) 89 (6.8%) 95 (7.4%)
p-value vs. placebo 0.102 0.272
6 months 151 (11.9%) 136 (10.6%)" 130 (10.3%)"
p-valus vs. placebo 0.297 0.182

* Kaplan-Meier estimate of event rate

Mbmstausmmammwmmwmummmmmmaummmmmu
eptifibatide was not kimited to patients with ongoing acirte coronary

Table 5
Clinical Events at 30 Days in the iIMPACT ¥ Study,
Stratified by Acuity at Time of Randomization
Ptacebo Eptifibatide Eptifibatide
13505 138075

Classificaiion

of Patients (%) n (%) n (%) nex)

Ongoing ACS, Ml ongoing or within past 24h (41.3%) 538 (11.5%) 532(10.0%) 527 (10.6%)
~ Others (58.7%) 747 (11.6%) 768 (8.5%) 759 (9.5%)

INDICATIONS AND USAGE

INTEGRILIN is indicated:

-mmmmummmmwmmmmmmnhmmmwmm
. percutaneous coronary intarvention (PCY). nmmmmmmmnmmmmmmmdm«m
myocardial infarction.

)‘ * For the treatment of patients undergaing PCL hmmmmmmmmmumuammmam,m
. myocardial infarction, or need for urgent intervention.

5 inthe clinical studies of eptifibatide, most patiersts received heparin and aspirin, as described in CLINICAL TRIALS.
CONTRAINDICATIONS
;. Treatment with eptifibatide is contraindicated in patients with:
. AMMM&MGMGMMMMNWK!M
. Sevemhwomr-'mmmmﬂmMmummMﬂmemmmmmmmﬂm
* Major surgery within the preceding & weeks.
¢ History of stroke within 30 days or any history of hemorrhagic stroke,
 Curment or planned administration of another parentoral GP itvita inhibitor,
* Platslet count <100,0004mm?.

- mmxnmnmwmmmmzowamt.owd.nusmmmo.swmm
should be administensdt.

* Depandency on renal (ialysis.

* Known hypersensitivity 10 any componant of the product.

WARNINGS

Bleading. Bivading is the most common complication encountared during eptifibatide therapy. Administration of sptifibatide is associated with an increass in

mummnmwumauwhmmmgwmummmmm
mwmmmmnNMmuumﬁ:Mumnmumm

hmMmmMmmMWnMdemwn
MMMWMMMWbmnMdemMMW

IMMMWMMMMMMWMMNMM
PRECAUTIONS . ’

m--mmm&ummmmmmmmmnmm [
Mbmmmmmhmmmmnnudmmm Afor PCL, epiifibetide infusion should be :

~

Use of Thrombolytics, Anticoaguianis, and Other Antipiziniet Agents. 1n the IMPACT f and PURSUIT sludies, eptiibetide was used concomitantly with
mmumm M;‘QMMWMMMANWMIUM::WM
o avoid potentially additive pharmacalogic effects, concomitarnt treatment with olher inhibitors of plaisiet receplor GP Bb/illa should be avoided.

There s only 2 small experience with concomitant use of aptifibatide and thrombolytics. 1 8 study of 130 patients with acuts myacardial infarction (AMY),
Mnm-mmmummmmmmummhummmmmu
Spproved “accelecatad” regimen of skeplase, & twombolytic agent, mmmdmummmmuwmu
transfysion compared o the incidence seen when alteplase was given alone.

in the IMPACT I study, 15 patients received & Ewombolytic in conjunction with the 135/0.5 dosing regimen, 2 of whom experienced a major bised. In the
mm&ummmnu‘?&ommmanummwammwgmm

In ancther AMI study 181 pationts, eptifitatide up 10.2 bolus of 180 pykg folowed by 8 continuous infusion of up 10 2.0 pgigiminfor * |
mmnmwmmm mmmwa.smmmummmmmm At the highest studied 4
infusion raes (1.3 py/kg/min and 2.0 pyky/min), optiftatide was associated wih an increase Iy the incidence of biseding and transfusions comparsd e |




These limited data on the use of eptifibatide in patients receiving thrombolytic agents do not allow an estimate of the bleeding risk associated with concomitant
use of thrombolytics. Systemic thrombolytic therapy should be used with caution in patients who have recaived eptifibatide.

Minimization of Vascutar and Other Trauma. Arterial andvemuspuncmrw intramuscular injections, and the use of urinary catheters, nasotracheal
glembam and nasogastric tubes shoukt be minimized. When g access, pressibie sites (e.g., subclavian or juguiar veins) should
avoided.

Laboratory Tests. Before infusion of eptifibatide, the following laboratory tests should be performed to identify pre-existing hemostatic abnommaiities:
hematocrit or hemoglobin, platelet count, serum creatinine, and PT/aPTT. In patients undergoing PQl, the activated clotting time (ACT) should aiso be
measured.

“Maiirtaining Target aPTT and ACT. The aPTT should be maintained between 50 and 70 saconds uniess PCl is to be performed. In patients treated with
heparin, bleeding can be minimized by close monitoring of the aPTT. Tabbsdwimmmkdmabwlmmﬂmmmmmnmmmm
72 hours in the PURSUIT study.

Table 6
Major Bleeding by Maximal aPTT Within 72 Hours in the PURSUIT Study

Placebo Eptifibatide Eptifibatide
180/1.3 180/2.0
nx) n (%) n%)
Maximum aPTT (seconds)
<50 44/721 (6.1%) 21/244 {8.6%) 44/743 (5.9%)
50 - 70 (recommended) 92/908 (10.1%) 28/259 (10.8%) 99/883 (11.2%)
>70 281/2786 (10.1%) 99/891 (11.1%) 3452811 (12.3%)

“ Administered only until the first interim analysis

During PCI, manmnywmmammormwmsooamssosem Paﬁen:mhﬁ\gmamiﬁbaﬁnelwummuwwwbyaz
1g/kg/min infusion experienced an increased incidence of bieeding relative to placebo, primarity at the femoral access site.

mmammumwwmmmmmmmmmmmnm;«smamﬂsdm
seconds.

Thrombocytopenia. ummmawﬁmdmwmmdoomm INTEGRILIN and heparin should be discontinued and the
condition appropriatety monitored and

Renal insufficiency. aasedonmuwmmw&amwmmmmmmwm)mmwmmmhm
equalty by renal and nonrenal mechanisms, dose adjustment is unnecessary for patients with mild to moderate renal impairment (sarum creatinine <2 mg/dL
for the 180 pg/kg bolus and the 2.0 pg/kg/min infusion and <4 mg/dL for the 135 /g bolus and the 0.5 pg/kg/min infusion). For patients with serum
creatinine >2 mg/dL and <4 mg/dL, eptifibatide should be administered a5 a 135 pg/kg bolus followed by a 0.5 pg/ky/min infusion. Plasma eptifibatide levels
are expected to be higher in patients with mone severe renal impairment, but no data are available for such patients or for patients on renal dialysis. i vio
studies have indicated that eptifibatide may be cleared from plasma by dalysis.

Geriairic Use. The PURSUIT and IMPACT il clinical shdies envolied patients up to the age of 94 years (45% were age 65 and over; 12% wera age 75 and
oider). There was no apparent diffarance in efficacy between older and younger patients traated with eptifibatide. The incidence of bieeding compilications was
higher in the eiderty in both placebo and eptifibatide groups, and the incremental risk of eplifibatide-associated bleeding was greater in the older patients. No
dose adjustment was made for siderly patients, but patients over 75 years of age had o weigh at least 50 kg to b enrolied in the PURSUIT study because of
concam about an increased risk of bleading in this subgroup (see also ADVERSE REACTIONS).

Carcinogenssis, Mutagenseis, impairment of Fertility. No iong-erm studies in animais have been perfonmed 10 evaluate the carcinogenic potential
eptifibatide. mmmmhmmmummwammmﬂmmmuww
chromosoms abarmation 18st, o $18 MousE MICronuCious test. memmnwmmmnnwmwd
times the recommended maximum dally human dose on 3 body surface ares besis), sptifibetide lud no efisct on fertiity and reproductive performance of

and female rats.

Pregnancy. Pregnancy Category B. Teratvlogy studies have been performed by continuous intravenous infusion of eptifibetide in pregrant rats at total daily
doses of up 10 72 mg/ig/day (about 4 mes the recommended maximum dally human dose on 8 body surface sree besis) and in pragnant rabbits ot total daily
doses of up 1 36 mg/kg/day (also about 4 times the recommended maximum dally human dose on a body surface arse basis). These studies revealed no
evidence of hanm 1o the fetus due o eptifibatide. There are, however, no adequate and well-controlied studies in pregnant women with eptifibatide. Because
animal reproduction studies are not aiways predictive of human response, sptifibatide should be used during pregnancy only ¥ clearly nesded.
Pedistric Use. Safety and effectiveness of eptiibutide in pediatric patients have not been studied.

Nursing Mothers. 1 is not known whether sptifibatide is excretad in human millc Because many drugs are excreted in human milk, caution should be

. exarcisad when eptifibatide is adminisierad 10 a nursing mother,

ADVERSE REACTIONS

Afotal of 14,718 patients were trezied in the two Phase Nl ciinical trials (PURSUIT and IMPACT ). Of these, 8737 received eptifibatide: 1300 at 135/0.5 for up
10 24 hours, 1286 at 135/0.75 for up to 24 hours, 1472 at 180/1.3 for up 10 72 hours, and 4879 at 180/2.0 for up 10 72 hours. The other 5381 patients received
placeba. Thess 14,718 patients had 2 mesn age of 62 years {range 20 10 94 years). Eighty-nine percent of the patients were Caucasian, with the remainder
being pradominantly Black (5%) and Hispanic (5%). Stxty-seven percent were men.

Bacause of the different regimens used in PURSUIT and IMPACT &, data from the two studies wers not pooled.

Bleuding. The incidences of bleeding events and transfusions in the PURSUIT and IMPACT 1§ siudies are shown in Table 7. Biseding was classified as major or
minor by the criteria of the TIM study group. Major bleading events consisied of intracranial hemorrhage and other bieeding thet led 10 decreases in
Qross

hemogiobin greater han 5 Minor bleading events inciuded spontanecus other observed blood loss with &
hemogiobin decreass of more than 3 o/dL, and other hemogiobin decreases that wers graster than 4 o/dL but less then 5 ¢/dL In patients who received
transfusions, the comesponding loss in hemoglobin was esimated through an adaptation of the method of al
Table 7
Bleading Events and Transfisions in the PURSUIT and IMPACT I Studies
PURSIET
Placebo Eptibatide Eptithatide
1801.3* 180/2.0
a (%) %) n(%)
Vit boedi asp 120105 800
mm 347(%% 152 (10.5%) 604(11??)
Requiring Transfusions® 490 (10.4%) 188 (12.8%) 601 (12.8%)
IMPACT
Placsbo . [Eptfhetide
13888 - 1350.75
n (%) n e A%
bleeding® 55 .
:::w Ilsgﬁ 148 (11 7:)) e 177 (14.2%)
Requiring Transfusions® 65.1%) 7155'5) 468%

How: for
* Administered only until the frst imerims ansiysis

" For major and minor biseding, petients are counted only once accoring © the mest severs classification.

. mm«mmmummmm—gmmnmmnwm L

nmmmswammmummummuumm}uunnmg&mmmmm

Oropharyngesl (primarily genito-urinary, gastrointestinal, and retroperiionsal bieading
commony in eptfibatide-reated petients compared 1o placebo. Amang pationts experiancig 2 majar bieed i the IMPACT N sy, an increase In biseding on

i Mwmmmmwmmmmmaﬂmm



Tabies 8 and 9 display the incidence of TIMI major bieeding according to the cardiac procedures carried out in the PURSUIT and IMPACT il studies, respectively.
The most common bleeding complications were related to cardiac revascularization (CABG-related or femoral artery access site bieeding).

Table 8
Major Bieeding by Procedures in the PURSUT Study

Placebo Eptifibatide Eptifibatide
180/1.3* 180/2.0
n (%) n%) n%)
Patients 4577 1451 4604
Overall incidence of Major Bigeding 425 (9.3%) 152 (10.5%) 498 (10.8%) -
Breakdown by Procedure: .
CABG 375(8.2%) 123 (8.5%) 377 (8.2%)
Angioplasty without CABG 27 0.6%) 16(1.1%) 64 (1.4%)
. without angiopiasty or CABG 11(0.2%) 7{0.5%) 29(0.6%)
Medical Therapy Only 12(0.3%) §(04%) 28 (0.6%)

Denominators are based on the 1ot number of patients whose TIMI classiication was resolved.
* Administerad only unti the first interim analysis .

Table 9
Major Bleeding by Procedures in the IMPACT H Study

Placebo Eptifbatide Epfifibatide
1350.5 1350.75

n %) n{%) a %)

Patients 1230 1249 1245
Overall Incidence of Majx Bleeding 55 (4.5%) 55{4.4%) 58 (4.7%)

Breakdown of Bieeding by Procedure:

CABG 35 (2.8%} 23(1.8%) 26(2.1%)
Angioplasty without CABG 20 (1.6%) 32(2.6% 202.7%)

Denominators are hasad on the total number of patients whose TIVE Classification was resoived.

anmmmmwdmmmmmmmwmmmmm This retationship was most apparent for patients
weighing less than 70 kg. These trends were not apparent in the IMPACT & study.,
MmmmmmﬁmmmmwmmmmmmmmmuMh
PURSUIT, 3.5% versus 1.9% in IMPACT I).

Intracrarial Hemarrhage and Stroke. Intracranial hemorrhage was rare in the PURSUIT cinical study, with only 3 patients in the placebo group, 1 patient in
mammuwmmmmyumsuﬁmhmmmummnmmomnmmmmmu
randomization. mmmamao.ssshmmmtm.mnmmmmtm&muuh
placebo patients within 30 days randomization.
mmmcnmmmnemmmwasmmmmmmm1mazmmmm1m.rsm
2 patients in the placebo group. The overall incidence of stroke was 0.5% in patients raceiving 135/0.5 eptifibatide, 0.7% in patients raceiving eptifibatide
1354).75 and 0.7% in the placebo group.

Thrombocytopenta, mmmmmlmumuwkmmmummmmum
incidence of platalet fransfusions were simiar between patients resied with eptifibetide and placebo.

Allergic Reactions. in the IMPACT i study, anaphylais was reported in 1 patient (0.06%) on placebo and in no patients on eptifibatide. In the PURSUIT study,
anaphytaxs was reportad in 7 patients receiving piacebo (0.15%) and 7 patients receiving eptfibatide 180/2.0 (0.16%). In the IMPACT N study, 2 patients (1
MQMHWMNIWMMMWWMMNWMhNWM
wmmmmmmmmmumﬂmmmmmmdummmm

The potential for development of antibodies to epifivatide has been studied in 433 subjects. Eptifibatide was non-antigenic in 412 patients recaiving a singie
adminisiration of epéifibatide (135 p/kg bolus followed by a continuous infusion of either 0.5 ug/kg/min or 0.75 jig/kg/min), and in 21 subjects © whom
epiibatide (135 1ig/kq bolus followed by a continuous infssion of 0.75 x/kg/min) was administared twice, 28 days apart. In both cases, plasma for antibody
detoction was collecisd approximtely 30 days after each dose. The development of antibodies tn eptifibatide at higher doses has not boen evalusted.

Othor Adverss Reactions. Serious non-bieeding events occured in 19% of the eptifibtide and 19% of the placebo patients in the PURSUIT shudy. The only
mmmmmmmumdnuliuummmwmmmwummmmmu
hypotension. Most of the serious non-bieeding events consisted of cardiovascular events typical of an unstable angina population. n the IMPACT I study,
seriaus non-bleeding avents that occurred in greater than 1% of patients wers uncommon and simiar in incidence between piacebo- and eptfidetide-ireatad
patients. . .

thmmummu»mmwmmmmumummnﬂcnmmmmm
occurting in >0.5% of the study population. in the PURSUIT study, nan-biseding adverse events isading ¥ disconiinuation occurred in the and
mgrmhummmmamudzn.mummwmuaﬂ,dmmmsmam.

t  hemicymphatic

) nmlmmmwmnwmnnm&mﬂmum“ﬂmnmm
{ systoms with an incidence of 20.1%: whole body (0.3% and 0.1%), candiovscular systam (1.4% and 1.4%), digastive system {0.2% and 0%), hemic/lymphatic
* systm (0.2% and 0%), nervous sysim (0.3% and 0.2%), and respirstory system 0.1% and 0.1%).

. OVERDOSAGE

Thars s been only imited &xperience with overdasage of eptifivatide. Thare wers 8 patients in the IMPACT 1 study and 9 patients in the PURSUIT study who
nnllvldmmmﬂluhummmmwhhMMWWMWWMW&MMM
overdose. None of thaes paiants experienced an intracranial bleed or other major bieeding.

i mumwbmruuummmwmmMhmmnmmuﬁmm
;2105 imes the racommendad madmum daily human dose on a body surface area basis). Symptoms of acute toxicity wers loss of righting refiex, dyspnes,
| plosis, and decreased muscle tong in rabibits and petechial hemorrhages in the femoral and abdominal areas of monkeys.

DOSAGE AND ADMINISTRATION
The safety and efficacy of aptifibatide has boon established in clinical siudies that empioyad concomitant use of heparin and aspirin, Different dose regimens
of eptifibatide were usad in the major clinical studies. (Ses CLINICAL STUDIES)

‘ mwmmmumumm&ummmmbmmmdmm-,
;5000 88 possible faowing diagnosia, followed by 3 continuous infusion of 2 gykg/min unth hospital dischargs or inifistion of CABG surgery, up 10 72 hours. ¥ a

patient is 10 undergo a parcutaneous coronary intsrvention (PCH while eptifbatide, considerslion can be given 10 decreasing the infusion rate o
0.5 pg/kg/min the infusion rate in IMPACT 1) st the fme of the procadurs. infusion should be continuad for an addiionsl 20-24 hours sfter the pracedire,
Mlowing for up 10 98 hours of therapy. in the PURSUIT Study, patients weighing mare then 121 ig received a madmum bolus of 2.6 mg (11.3 mL of the
2wuwmwamm_dlsmmuqhanwwwm

In patients undergoing not presanting with an coronary syndrome s an intravenous administred immediately
Mun:mmmmuumum-mmmnmlmmammhmm
more than 143 .

In pationts who undergo coronary artery bypass graft surgery, epéfibatide infusion should be discontinued prior 1o surgery.
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studies wore as follows: . - . . .

Acule Coronary Syndrome Angioplasty

PURSLT Study)
160 mg initially, . 75-325mg
. then 75-325 mg dally i 1-24 hours prior % intervention




The initial target aPTT in the PURSUIT study was 50-70 seconds, and the recommended heparin dosing was:

« if weight 270 kg, 5000 U bolus followed by infusion of 1000 Ut
« if weight <70 kg, 60 Wkg bolus followed by infusion of 12 Wkg/r

When these patients were to undergo PCl, the target ACT was 300-350 seconds, and the recommended heparin doses were:

Initial Honarin Bolus
ACT (seconds) Heparin Bolus
<150 100 Wkg (16,000 U maximum)
151-225 75 U/kg
226-299 50 Uhkg
- 2300 none
ACT (seconds) Heparin Bolus
<275 50 Ukg
2715-299 25 U/kg
2300 none
“based on hourly ACT determinations

In the IMPACT Il study, the target ACT was 300-350 seconds before the procedure and < 350 seconds thereafter. The recommended heparin doses were:

* prior o intervention: 100 kg bolus

* during intervention: up to 2000 U bolus q15min

« gfter intervention: infusion at physician's discretion

Patients requiring thrombolytic therapy had eptifibatide infusions stopped and were discontinued from the studies.

Instructions for Administration

1. Like other parenteral drug products, INTEGRILIN solutions should be inspected visually for particulate matter and discoloration prior to administration,

2. INTEGRRIN may be administered in the same intravenous line as alteplase, atropine, dobutamine, heparin, lidocaine, meperidine, metoprolol, midazotam,
morphine, nitroglycerin, or verapamil. INTEGRILIN shouid not be administerad through the same intravenous line as furasemide.

3. INTEGRILIN may be administered in the same IV line with 0.9% NaCl or 0.9% NaCV5% dextrose. With either vehicie, the infusion may also contain up to
60 mEgA. of potassium chioride. No incompatibilities have been observed with intravenous administration sets. No compatibility studies have been
performed with PVC bags.

4. The bolus dose of INTEGRILIN shouid be withdrawn from the 10-mi viai into a syringe. The bolus dose should be administered by IV push over 1-2 minutes.

5. immediately following the bolus dose administration, a continuous infusion of INTEGRILIN shouid be initiatad. When using an intravenous infusion pump,
INTEGRILIN should be administered undiluted directly from the 100-ml vial. The 100-mil vial should be spiked with a vented infusion set. Care should be
taken to center the spike within the circie on the stopper top.

INTEGRILIN is to be administered by volume according to patient weight. Patients should receive INTEGRILIN according to the following table:

1. INTEGRILIN Dosing Chart by Weight for Patients With Acuts Coronary Syndrome (130 pg/kg Bolus and 2 pg/kg/min infusion)

Patiert Bous infusion
Weigit Volume ™™
g} 2 mg/m) 0.75 mg/m)
37-41 3am smim
4246 4. 7
4753 45 8
. 54-59 5 9
60-65 56 10
6-71 62 1
72-78 68 12
79-84 73 13 .
85-90 79 "
91-96 85 15
97-103 9 16
104-109 95 7
110-115 102 18
116-121 107 18
>121 113 2

2. INTEGRIUIN Dosing Ctrart by Weight for Paients Witout Acuts Coronary Syndromes Uindargoing PCI (1:35 ;xg/ikg Balus and 0.5 jxg/ig/miin Infusion)

Pationt Boks Infusion
Weight Vokume ~ "Ra
(L] 2 mg/ml) .75 mg/ml)
40-55 34mL 2mm
56-68 42 25
63-80 51 3
8183 59 is
94-105 68 4
106-118 78 45
1913 84 5
132-143 92 55

HOW SUPPLIED . .

INTEGRILIN (eptiitratide) injection is supplied a3 a sterlle sclision in 10-mL vials cortaining 20 my of eptifibatide (NDC 0005-1177-01) and 100-mi. vials
containing 75 mg of eptifibatide (NOC 0085-1136-01). ) .

Viais should be stored refrigersted at 2-8°C (36-46°F). Vials may be transierred 10 room smpersture storage” for a period not 0 expesd 2 months, Upon

transfec, vial cartons must be markad by the dispensing pharmacist with a “DISCARD B8Y" date (2 months from the transfer dste or the labeled expirstion dats,
whichever comes firsl). : . -

D0 ot me beyond the labeled expiraion dee. Protectfom ght uni admiietraion mqmm&puh
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