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Alocl*tX?eL"
Description
Abc xiRe " (Abciximab) is the Fab fragment ofthe
chimeric human murine monoclonal anlibodv 7E3
Ab.r. nab bi"ds o tro g,icopro-erl rGpr to lla receplor
of human plate ets and inhtbits platelet agqreoat on.
Abciximab also btnds 10 the vitronectin (oVB3) receptor
found on platelets and vessei wall endothelial and
smooth muscle cells.

Abc xiBe "' is a cleai colourless ster le non-pyrogenjc
solution for intravenous (t\4 use.

Composilion
Each 5 ml AbcixiRe lr via conlains 1O mq oi abciximab
aL a .or( enl-aion ot 2 ao n i- a sooiJm p, osphate
buffer containing sodium ch oride and po ysorbate BO at
a neutal pH

Clinical pharmacology
General
Abciximab binds to the intact ptatetet cpilb/lila receptoi
which:s a member ofthe lntegrin famiy of adhes on
receptors and the major p ate et surface receptor
lnvolved in p atelet aggregalon. Abcixrmab nhrbits
pla,eler dggregdt o- by p-evenhng he btld.lg oi
fib, ooe_. vo- W'' "o.aad 

racto..;10 olhF. adhF.ive
molecules to GPllbr,llta receptor s tes on activated
platelets
Abcixlmab binds with similar affin ty 10 the vifonectin
receptoi also k.own as, ovB3 integrrn. The vitonectin
receptor mediates the procoagulant proped es of
plaieleis and the pro iferative propedies ol vasc!tar
endothe ial and smooth m!scle cel s.

PharmacokineUcs
Followrng ftavenoLs bolus admrnishation free plasma
conceniratlons of Abciximab decrease rapid y with an
initial half-llie ol less than 1O minltes and a second
phase half-ii1e of aboui 30 minutes, probably re ated to
rap d binding to the platetet Gplb/tita receptors.

P ate et Junctlon genera ly recovers over the course oj 48
hours, although Abciximab remains n the circulation for
15 days or more in a platelelbound state. lntravenous
adminlstation of a 0 25 mg/kg bolus dose of Abciximab
rolo^ed o. _o..i. uo_si. rus'ot of .Org r.n lora,e 9rtsad Lsleo i.--s,on o,0. t25lq Lg n 1 ro a
na muT o, i 0 !9 - nj o od Jces aooro r,mdte.l
cor .(arr 1ee plasnd concelilario^s rhro_onorr lne
rilusior. At Lhere nnat,on of t-e ia.usro. ;er od. tee
old:ru.orcent alo^s dl .aoiol\ for dop,o, -"ret, ..,
hours then decline at € slower ratp

Pharmacodynamlcs
ntavenous admnistation n humans ol snole bo!s
oo.e! o' Aoct. nao ,.or 0 -i ro Lg ro o io ro tg
produced rapid dose-dependent inhibition of DtaLIe-t
'. L1:o' .. nea:-reo o) or-/:.o ordtea..oo.-gaIo1
.erpors.a. fo _odelos,1. oip'o,orare ADp o, o,
pro ongation of bleedinq iime

lntavenous administation in humans of a sinole botus
dose o, 0.25 ao (g,o,o^"d oy, co-ri._oL( nrL:.ol ol r 0
!g,hin for perlods ol 12 to 96 hours pro.luced sustained
hlgh-grade cPltb/lla receptor bockade (> 80%) and
11' brl on of p.areter iu-c-io . ,e,-,i.o p 

"te e, .ogregario-
'- re\oorse to 5 !V o. 20 pM ADp css t-al 20". ol
baseline and bleeding time greaterthan 30 minutes) forthe
durario_or'he.nrusior nno"rpaL.ri!.

After discontinuation of Abciximab tnfuson, patelel
fLncUon returns graduallyio normal

lndications
Abail nab :-d c..eo a. cr aoiJr (i Lo oFrcLtdleoJs
aorondl r"eruent:on /DC , .o he p.event,ol o. Ca.d,ac
ischaemrc comolrcations.-
. npatrentsundergoingpercutaneouscoronary

interueftion.
.'npate. 6tr hulstab.eangi-alot,esporoi. gto

convent,onal neoicai lherapy when pei, -rareou.
coronary interuention is planned wiihin 24 hours.

Safety and efficacy of Abciximab use ln patients not
-nde'9o no pe-uura eo_< Lorondr\ r1te1a-ior hav6 not
been establiqhFd

Dosage and administration
The safety and efficacy of Abciximab have only been
investigated with concomitant admintstation of aeoarin
dnd agoi- n. rn pdi enls wtf fa leo pc's. ho (o. ri-Lous
.nlLsroi o'Atlc:riTao shou d be stoppco becaLsp-here is
no e!tdp-ce for Aoc.. ndb eflicacy t1 i-,s sef.q.
ln lhe e!e_' oi <erouq o eeor.o lnar . ai-o- be .o1rol.ed
by co.p.eo5.on. Aoci^mdD aad hepa,t. s.ould be
drsconinued immed atelv

The recommended doaage otAbciximaO in aOutts is a O.ZSmg/kg ntavenous bolus adminisiered 10-60 mtnutes
before the.c_an ol PCl. followeo o' d co.ti^JoLi
'Tt.avanoJs .r.-s.on 

or 0.125p9 , o 1 ir \to a Te,nJ n of
10!q,/min)for l2hours
Patienis with unstable angina not respofdifg to
conventiond medical therapy and who are ptannJd to
ulderqo PCi withr- 2a .oL,c nay oe t-ealpd ,nn dn
Abc'viTao 0.25 Tg tg nl.avalo-q oot-q folrowed bv an18 1a 24-\ai i-traveno.s nf_sron of.O pgii.
concludlng one hour afterthe pCl.

Administration inskuctions
Withdraw the necessary amount oj,4LEi.xlAeI for bolusirlecton,nto d syri ge Lt[F, the botus,1.F(lior Jsnq a
slp'.le no.-o!lgeq(. o, orotei- bi.dng 02 o. 0.45
m cron synnqetlter
Wiihdraw the necessary afrounI ot AboLpLReIl tot lhe
continuous infusion into a syringe. lnject into an
appropriate container ofsterile 0.9% saline or5% detrose
and iniuse at the calculaled rate via a conlinuous intusion

pump. The continuous infuslon should be fiitered e ther
upon adminure using a sterile, non-pyrogenic, low
protein-binding, 0.2 or 0.45 micron syringe filter or during
administration using an in line, steri e, non-pyrogenic, low
protein-binding, 0.2 or 0.45 micrm fiter. Discard the
u- uled ponror atihe ero o'rhe il,usror

Pre-clinical studies
ln non human pr mates, ALciar?e/ bolus doses of 0.25
mg/kg genera{ly achieved a blockade of at least 80% oi
plaie et receptors and iutly nhib ted platelet aggregation.
The inhlbitory efiects olAbc;ximab were consrdered to be
reverslble by the translusion of plaielets. The
antiihromboiic efitcacy of prototype antibodles [murine
7E3 Fab and F(ab')21 and,46.if-i el.r, was eva uaiecl jn
dog, monkey and baboon models oj coronary carotjd. and
femoral aderythrombosis.

The non clinica toxjco ogy program nc lded sjng e dose
tox ciiy studies in rats and mice, repeated dose stud es in
rats and rabbits and a skin sensilization study in ouinea
p gs. ln addition, anttbody estimation was performed as a
pafr of immunogencity responses n repeated dose
toxr cily stud ies.

No adverse acuie tox citywas observed in Wislar rats and
in Swiss albifo mice ai a dose level of O0 mg/kg. The
repealed dose sludies were conducted ln Wlstar rats and
New Zeaiand white rabbts. There were no tealment
relaied adverse changes obserued n the study upto a
dose level of 10 mg/kg and consdered No Obserued
Adverse Effecl Levei (NOAEL). Similary repeaied dose
ioxicil/ study conducted in a second species i.e., rabb t,
d d not ifdjcate any teatmeni relaied adverse changes al
the hlghestdose (3 mg/kg) tested.

The serum antbody determination revealed almost
comparable abciximab reactive aniibody concentat ons
among all dosage groups in the rats. tn case of rabbits. a
dose propoft onal increase was observed if the antibody
generation. Skn sensitizaUon study conducted using
undi uted concentat on (5.86 mg/mll ot Abci*iiadJ,, ln
guinea ptgs did not reveal any kind oJ sensitization
aeaciions

Clinical study
A prospective. mu t! centrc open-label, two arm, parallel
group, active coniroi, randomized comoarative clinical
StJoy *as conoLcteo tot AlJaLeR.el rc elalLaro Ihe
comparatve eificacy andsately ol Abc,iLi:lleft\ andlhe
lnnovator ln 104 patients undergong perculaneous
coronary intervenlon. Eilher drug was adminstered
betore T 0 60 min of PCI procedure as intravefous bolus
and was continued untll 12 hrs as slow intravenous
nfusion. Al palents were assessed fot comoosite or
. u -u.' /o.TC.oo-ce o, oeath -or a1! .ause r\oaa,d,o
infarci on and re-iffarction or severe myocardlal ischemia
requirng urgent coronary bypass surgery or repeated
percutaneous coronary re-vascu arizalion within 30 days
01-af oo._ri,e.
n the primary ana ys s, for both ,1ln ,l €l', as well as

comparator arms there was no event repoded lor death,
rO_" Cj d n,.- i.O' JTO .o t-ta,L I O- O .e\ete

myocardial schemia requtrifg urgent coronary by-pass
surgeryorrepeated pCt.
ln both the teatment arms, there was no event repo(ed
secondary outcome of nonfatal myocardial infarcton and
repeated PCl.

_- 
bo'h11. at-.. I e-Fwd>.tgl ' (ar 1r.-e t- o aeoi-g lrTeaon oa,e 1. o lz h.i ano oae- l-ol il oe( l? ed. Ar40 1-s.

bleeding tjme vaue was near to normal in boih ihe

The most commonly repoded adverse events (> 5%) were
hamaioma, pyrexia in .lLrai.Rel' arm and angiopathy,
p, e ,a ost_6j ia o",n i1 bn-eT,ty , comparcro. drn.
I I ere wcs ro .rypi d, ao,erse evpni reooieo t- the sl-dy
i1d-\ o'tLFt.eain!. -a.. T...-was,o nf,s,o"-eared
adverse eventrepofted in thestudy.

Adverse eftects
Bleeding
Abciximab has the potenttal to increase the lsk of
bleeding, particularly in the presence of anticoagulation,
eg., heparin, other anticoag!lants or thrombol\,{jcs.
Bleeding in the previous studies was ciassrf ed as majoi
mrnor or ifslgnificant bythe criteria ofthe Thrombolysi; in
lV yocardral I nfarcU on study g rou p.

N4ajor bleeding events were defined as either an
irlracranial haemotrhage or a decrease tn haemoglobin
greater than 5 g/dL. Minor bleeding events included
sponianeous gross haematuila, spontaneous
ha€matemesis, observed blood loss with a haemoolobir
de.'ease of ioro than 3 g.dL. o. a o""reai" ,n
haemoglobln of at least 4 g/dl wlihout an identified
b'e"d'.o "ile. trsiqr', canl b,aedilq e!e1t< were oett.eo
as a d.--ea.e i- .a"Tog'obi1 o. tarc t.an J g oL or d
daredco i_ haenoqloor beMe6n 34 gOL w,hol
obsetued bleeding.

lvlajor bleedng occurred ln 10.69d of patienis grven
Abciximab bolus plus infusion. Minorbleedingwasse;n in
I 6.8% olAbctximab boius plus iffusion pat ents.

Although data are limited, Abciximab teaiment was not
associated with excess major bleeding in patients who
undeMeni CABG surgery

Pu'ro' ai a vgotar . aFTotrhage. ds oeen ra.e y' ropodeo
d-rilgLseoiAoc,.iaao. lhisc"r presentw,rha;yoral oihe forowtno in close assoc,alo- w:f Ab(:,iTab
adm...s[a,io-. -!oo/ en,a. d /eolat ;Tfi rares o1 c he,t
. 'av haenooLys s. ot aa _ne,p,arneo drop i1
haemoqlobin.

I ntracran ial Haemorrhaqe a nd Stro ke
The toial incidence of intacranial haemorrhage and non_
haemotrhagic stoke across studies was not signiiicanfly
dferenl.9J023 io. p'aLebo pdt'e-rj d-d .S46g0.0.
AOC'\t1 ab Iroatod palent-. -ne i-cioence of nLdcranial
I apro-rage trd" J 3O2J,o. Dta.ebo pari.nis drd 24680
forAbci) mab reated oarie.is


