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Blochemistry.

During Ischemia, N-terminus of
albuminiis altered, prokhably: through a
Sernies) of chemical reactions; invelving
free radical damage-aliered alloumin;
termed Isclhiemia Modified Albumin
(IMA)

IMATIS unable terbindimetals such as ) ..
CObaIt at the N—termlnus l - : Cobalt binds to the N-terminus of

When albumin circulating i bleod et allp il Bt Hot S0, A
COmes In contact with Ischemic, tissue
In the heart, some of It IS; converted to
IIVIA
= Ischemic patients have propoertionately,
more IMA than nen-ischemic patients

s Produced continually during ischemia,
which means its blood! concentrations
rise guickly: and' remain| elevated during
an Ischemic event




COBALT 7227



Albumin Coebalt Binding (ACB®)
Test

Cobalt Is added to a
serum sample

Cobalt binds tor nermail
albumin, but net te IMA

ACB test measures
Unbound copalt

IHigher levels; efi tnbound
conalt Indicater greater
concentrations of IIMA




Background

1990 IMA marker discevered: by practicing eEmergency. physician.

1992 Pilot clinicall study shows IIMA elevated inf patients Withracute
myecandialiinfarcuien and unstakle angina

1994 Eirst patent Issued on core: teclhnology: ofi IMA

1997 Ischemia Technolegies fiormed: ter commercialize IMA marker. Seed
capital funding

1998, Pllot clinical study: shiews IMA elevated duiingl angioplasty-imduced
[Schemia

1999 ACB®) Test developed to measure IMA en clinical chemistry,
struments. Seres A funding

2000 Eirst mulicenter clinical tial shews: IMA Improves diagnostic
sensitivity of Tropenin I. Series; B! finding

2001 ACB Tiest CE marked and! first sales in Europe. Voeluntarny certification
to 1SO9001, 1SO013485, and EN46001. achieved. Series C funding.



|lnstrumentation

Currently’ available oni the: COBASI MIRA
Plusyand Hitachi 941 analyzers

ISchemia Tiechnelegies terhave: a peint-of=
care IMA on the market 1n 2004



Chinical Trials

RISes! rapidly/ 1 [espense: te transient Ischemia induced by halleen
angieplasty
Negative IMA: (result within nermal range) can be used to predict
sulsequent negative treponin

s IMA has valuerasia rule out AMI

s [wice the sensitivity of cardiac treponini for detecting patients with AV

= When used Iniconjunction withi tropenin, almost three timesias many.
patients Withi AMIcan be detected fiom a presentation bleod test than
With tropenin; alone
Early clinicall results suggest that IMA will prove useful as a
Biechemical marker efi ischemia

Multicenter clinicall studies;are underway. te investigate IMA as an
ald 1o diagnesis of candiac Ischemia



Uity

Positive withi six to; 10 minutes of an
ISChemic cardiac event

IMA returns; tor haseline alout six RoUKS
afiter cessation ofi an ISCAeEmIC event, as
Induced by balleon infiation



Comparison

[Detects) the majority’ ofi patients withr unstable
angina and Is negative i less than; 20 percent: of
ACS' patients

Troponin has akoeut 14" percent Sensitivity 1n
predicting adverse cardiac outcome in the
emergency. department ehsenvatien-unit
popuUlatien

Electrecardiograms miss aboeut halif eff patients
withr ACS' en Initiall presentation



Efficacy

Combinatien; offa negatuyve IViAtand
trepenin' and a nondiagnestic ECG, Vields a
Regative: predictivervalue ofi 99 percent

s Likelihooed that the patient has ACS Is one
percent



Lowered Costs

IHospialsiwillk pay: about $30 per test fior IMA

2.5 million people a year Who: present to the ED
Withr chiest paini receive: testing that tirns Up
Regative

x| IMAallews hespitals te shift the' percentage: of
patients With chest pain Wherare: sent heme from the
ED by 10/ te 15 percent then the' test Is| extremely
valuable, especially: Whenr used 1 a managed care
population

x [Hespitalstnow. release akopuit 20/ percent off such
patients firem the ED



False Positives

SOME CANCErs

AcUite Infections
End-stage renal disease
LIVer CIrresIs

Brrain Ischemia



Potential Downside

Orderng caradiac angiegrams; hased selely
O pesitive IIVA results

ISchemia liechinelegies Is cenducting
engeing clinical’studies to elprdefine
Wihat' a pesitive VA mIght mean i terms
e guiding therapy and predicting 1eng-
term clinical eutcomes



Current Recommendations

Part of cardiac series Incliuding:

a lrepoenin

a Vyoeglehin

s B-type natriuretic peptide

Centers for Medicare and Medicaia Services: i Aplr2002
Implemented an| eutpatient carnve-out code, ARC 0339,
that pays for an BlRSer/atien PEred separately anove: and
Peyond the eutpatient fee

a Shifit in reimbursement willlenceurage hospital EDs) te) use hest
practices;, such as IMA, te perfernm| better rsk: stratification of
patients up front pefore determining Whe requires; inpatient care



SUmmary.

Positive within six te: 10 minutes, of an
ISChEemIC cardiac event

IMA returns; tor baseline alout six hours
afiter cessation: of ani ISchemic; event, as
Induced by balleoniinfiation

Combinauen; offa negauve IVIA'and
irepenin and a nondiagnestic ECG, yields a
negative predictive value ofi 99 percent



Questions

A child off five would
understand: this. Send

SOMEONE! Lo fietch a
child off five.

—Grouchor Marx

"Nurse, get on the internet, go to SURGERY.COM,
scroll down and click on the 'Are you totally lost?'
icon."
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