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VIDAS’ NEPHROCHECK® &
[TIMP-2 « IGFBP-7]

Know Earlier.
Intervene Sooner. Avoid AKI.

42% OF CRITICALLY ILL PATIENTS WITH SEPSIS DEVELOP AKI*
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PIONEERING DIAGNOSTICS



2

SEPSIS — ACOMMON CAUSE OF AKI?

SEPSIS AND ACUTE KIDNEY INJURY (AKI)
ARE OFTEN CO-MORBIDITIES.

Sepsis — a life-threatening organ dysfunction caused AKI — arapid loss of kidney function that includes,
by a dysregulated host response to infection® —is a but is not limited to, acute renal failure — is a serious
serious medical threat * medical threat.5’

Sepsis threatens * AKl threatens

more than more than
1.6 million 3.2 million

patients patients
in U.S. hospitals — approximately in U.S. hospitals — approximately
each year 254,000 each year 1.1 million

do not survive* do not survive’

Sepsis is Common AKl is Common
* Number four in clinically addressable potential inpatient * Number one in clinically addressable potential inpatient
complications (PIC)® complications (PIC)®
e Length of stay for sepsis more than doubled between 2000-2008* * Length of stay for AKI more than doubled between 1998-2002°
Sepsis is Dangerous AKl is Dangerous
* Sepsis is complex and deadly e Patient outcomes are significantly compromised with AKI&10
* Delays in proper antibiotic treatment decrease survival rates * AKlis acommon complication of sepsis®

e This leads to early use of broad-spectrum antibiotics * Antibiotic exposure can be nephrotoxic®



4 NEGATIVE IMPACT OF SEPSIS AND AKI 5

SEPSIS & AKI CAN HAVE SIGNIFICANT
ECONOMIC AND CLINICAL IMPLICATIONS.

$15B >$10B

Estimated spending per year on Estimated spending per year on AKI
sepsisinthe U.S# inthe U.S.!

dh 16% dh >20%

In-hospital mortality rate (2009)* In-hospital mortality rate (2013)%213

v 14.7% ] 25%

Overall mortality rate (2009)*

Overall mortality rate (2015)%26

=z 8X =: 10X

Higher mortality than overall inpatient rate* . . _ _
Higher mortality than overall inpatient rate®
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SEPSIS & AKI: MORTALITY IMPLICATIONS

FOR AKI ALONE, THE RAMIFICATIONS

LENGTH OF STAY HOSPITAL COSTS READMISSIONS CHRONIC KIDNEY HOSPITAL
2 — 3 Times Worse? 2 — 3 Times Worse? 2 — 3 Times Worse? DISEASE INCIDENCE MORTALITY
2 — 3 Times Worse© 6 — 13 Times Worse?

Mortality doubles in patients with sepsis and acute kidney injury (AKI).”

* Results from a large multinational cross-sectional study on the epidemiology of AKI in ICU patients using the complete
Kidney Disease: Improving Global Outcomes (KDIGO) Acute Kidney Injury Work Group criteria.®

- Adjusted risks for AKI and mortality were similar across different continents and regions.

60 _| N=185ICU PATIENTS 57%
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HOSPITAL MORTALITY

SEPSIS SEPSIS + AKI




3 AKIDIAGNOSIS & STANDARD OF CARE

CURRENT DIAGNOSTIC TOOLS ARE
INADEQUATE FOR ASSESSING THE
RISK OF AKI.

Serum Creatinine Urine Output

* Lagging indicator — only elevates
after 50% of function loss'®

* Lagging indicator?

* Not consistently measured"
* Nondiagnostic for 48% of

q / AK7 * Compromised by HAl initiatives
moderate/severe

(e.g., early foley removal)?©
* [nconsistencies due to muscle

o - * 6 hours required for changes in
mass, hydration, etc

urine output?
e 24-48 hours for serum creatinine
to rise®

Complications
]
I |

Normal Increased Risk Damage Decreased GFR Kidney Failure Death

“—
| |
I

SYMPTOMATIC (DIAGNOSIS)*
Functional Biomarkers:
Serum Creatinine, Urine Output




10 INNOVATIVE BIOMARKERS
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BIOMARKERS ARE PRODUCED DURING
KIDNEY STRESS BEFORE SIGNIFICANT
DAMAGE OCCURS.?+22

TIMP-2 and IGFBP-7

* Expressed by tubular cells in response to stress

* Results in G1 cell cycle arrest, presumably to prevent cells with
possible damage from dividing

e Injured cells spread the alarm to nearby cells via TIMP-2 and
IGFBP-7

A cellular alarm prior to

actual damage — when
intervention can still
make a difference.??

TIMP-2 IGFBP-7
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(Distal Tubule)

i
L\TIMP—Z

IGFBP-7

(Proximal Tubule)

TIMP-2: Tissue Inhibitor of Metalloproteinase-2
IGFBP-7: Insulin-like Growth Factor Binding Protein-7

Adapted from proposed model Kashani K. Crit Care. 2013;17:R25.
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Know earlier. Intervene sooner. Avoid AKI.

VIDAS’ NEPHROCHECK'

[TIMP-2 « IGFBP-7]



12 VIDAS" NEPHROCHECK" — AKI RISK ASSESSMENT

FDA-CLEARED TO AID CLINICIANS IN VIDAS NEPHROCHECK SIGNIFICANTLY
THE RISK ASSESSMENT OF AKI DISCRIMINATES AKI FROM NO-AKI (P < 0.05)%
In a multicenter study, clinical trials demonstrated that patients* with
an AKIRISK™ Score > 0.30 are at greater risk for developing moderate
21
to severe AKI. Reference STUDY A STUDY B
The combination of urinary biomarkers TIMP-2 and IGFBP-7 o | Cohorts N=399 N=126
demonstrated: 5|
. VIDAS NEPHROCHECK 7
e A smgle cutoﬁ of AK'.R,|SK Score > C())SO. captures the majority 2. |
ach|evi$ htlghijgSéE)wty up to 89.9% with of AKI positive cases: f .|
a speclITicity o .270.
peeEry UPTO 2
*The VIDAS NEPHROCHECK assay is intended to be used in ¥ ;|
conjunction with clinical evaluation in patients who currently <
have or have had within the past 24 hours acute cardiovascular 0/0 2]
and or respiratory compromise and are ICU patients as an aid u 14 ﬁ ﬁ
in the risk assessment for moderate or severe acute kidney o
injury (AKI) within 12 hours of patient assessment. The VIDAS n=2378 n=372 n=330 n=69 n=97 n=29
NEPHROCHECK test is intended to be used in patients 21 years of age or older. Apparently | Subjects with No AKI AKI No AKI AKI
Healthy Stable Chronic
VIDAS NEPHROCHECK is an automated test for use on the VIDAS 3 instrument. Subjects Morbidities

VIDAS NEPHROCHECK Result (AKIRISK Score) = [TIMP-2 « IGFBP-7]
(units=(ng/mL)?/1000) 1000

Know Earlier. Intervene Sooner. Avoid AKI.

R

AKIRISK Score: <0.30 Lower Risk AKIRISK Score: > 0.30 Higher Risk

l VIDAS' NEPHROCHECK' |
[TIMP-2 « IGFBP-7]

Kidney Failure Death

Normal Increased Risk Damage Dysfunction

DECREASED GFR

SUBCLINICAL SYMPTOMATIC — DIAGNOSTIC

Serum Creatinine, Urine Output Know earlier. Intervene sooner. Avoid AKI.

Non-diagnostic for ~48 — 72 hours VIDAS' NEPHROCHECK®

sCr elevated after 50% of function loss!®
[TIMP-2 « IGFBP-7]

(Asymptomatic)



14 AKI DIAGNOSIS - ECONOMIC BURDEN & IMPACT ON CLINICAL TEAM

ALTHOUGH OFTEN UNDER-REPORTED,*
AKI HITS HOME AT ATYPICAL
350-BED HOSPITAL.

Estimated National CMS Average
AKI Impact: 350-Bed Hospital

Annual AKI Diagnoses

1,687 CMS PUBLIC REPORTED HOSPITAL DIAGNOSES?®

516 ESTIMATED MODERATE/SEVERE ICU DIAGNOSES?

$38,000 10 DAYS 16.1%

AVG COST AVG LENGTH OF READMISSION RATE
INCREASE PER STAY INCREASE INCREASE PER
PATIENT? PER PATIENT? PATIENT®

AKlis one of the more prevalent
and serious morbidities in
hospitalized patients*”

Associated with a 10-fold increase
in hospital mortality

Decreased survival for up to
15 years post-surgery

Increased risk for
chronic kidney disease (CKD)

AKI COMPLICATES
PATIENT MANAGEMENT

AT ICU ADMISSION
Stabilize patient

Identify specific disease states
Input orders for care

Communicate, set expectations with
patient and family

Essential communication and
handoff at shift change

RENAL FUNCTION CHANGES

Urine output has decreased

Serum creatinine has not
elevated significantly

Kidneys may be going down

SHIFT IN CARE STRATEGY

Rethink fluids, drugs, perfusion...
reactive to damage

Call for renal consult?
Communicate with family: new complication

could affect condition, prognosis,
and length of ICU stay

Each step could increase length of stay.
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KNOW EARLIER. INTERVENE SOONER
WITH VIDAS NEPHROCHECK.

FDA-cleared for the risk assessment of AKI.

e Specific to AKI?

e Easy, fast, and simple, ~45 - minute urine test

e Upto 12 tests at a time including VIDAS B-R-A-H-M-SPCT™
* Controls can be run day of use with patient tests

e Bidirectonal LIS connection with VIDAS® 3

Reducing complications associated with AKI can
save lives and reduce hospital costs.?

Intended Use: The VIDAS NEPHROCHECK assay is intended to be used in
conjunction with clinical evaluation in patients who currently have or have had
within the past 24 hours acute cardiovascular and or respiratory compromise
and are ICU patients as an aid in the risk assessment for moderate or severe
acute kidney injury (AKI) within 12 hours of patient assessment. The VIDAS
NEPHROCHECK test is intended to be used in patients 21 years of age or older.

VIDAS NEPHROCHECK is an automated test for use on the VIDAS 3 instrument.

IDENTIFICATION OF HIGH-RISK PATIENTS
ALLOWS FOR PROTECTIVE MEASURES:%

CLINICAL EVALUATION
OF ICU PATIENTS

With acute cardiovascular

and/or respiratory compromise
Within 24 hours

VIDAS NEPHROCHECK
[TIMP-2 « IGFBP-7]

VIDAS NEPHROCHECK

Test Results What It Means

Negative AKIRISK™ Score Patient is at lower risk of developing moderate to severe
<0.30 AKI within 12 hours of evaluation

Positive AKIRISK™ Score Patient is at increased risk of developing moderate
>0.30 to severe AKI within 12 hours of assessment

*Refer to the VIDAS NEPHROCHECK Instructions for Use for full interpretation information.

Early knowledge that a patient is
likely to develop AKI may prompt

closer patient monitoring and help
prevent permanent kidney damage
or death.

Optimize patient outcomes.

Know earlier. Intervene sooner. Avoid AKI.

VIDAS’ NEPHROCHECK'
[TIMP-2 « IGFBP-7]
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manner. bioMérieux makes no guarantee or representation regarding the accuracy, completeness, or
usefulness of this information for any particular purpose, including but not limited to any cost savings. This
information has no independent value, and there is no obligation to purchase, recommend, prescribe, or
otherwise endorse bioMérieux or any products sold by bioMérieux as a result of accessing and/or using
this information. bioMérieux makes no guarantee or representation that the information provided is an
accurate representation of your hospital’'s annual impact of AKI, SEPSIS nor potential savings with the
implementation of the VIDAS® NEPHROCHECK®.
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VIDAS® NEPHROCHECK®

The bioMérieux Solution for

Acute Kidney Injury
(Product #421172-01)

DESCRIPTION QUANTITY

¢

Test Strip 60 each

Solid Phase Receptacle 60 each

S1 Calibrator (1.6 mL) 1 each

C1 Calibrator (1.2 mL) 1 each
E .r| ;_i. E Know earlier. Intervene sooner. Avoid AKI.
5*%51 VIDAS' NEPHROCHECK'
[=] ¥ [TIMP-2 « IGFBP-7]

Enhance your Antimicrobial Stewardship with
bioMérieux Sepsis Care Management Solutions

VIDAS®
B-R-A-H-M-S PCT™ VIDAS® 3

N &

BACT/ALERT" 3D BIOFIRE® BCID2 VITEK® MS
PANEL PRIME

CLARION®

VITEK® 2

bioMérieux, Inc. « 515 Colorow Drive « Salt Lake City, UT 84108 « U.S.A.
Tel: (801) 736 6354 « Fax: (800) 968 9494
www.biomerieux-usa.com ¢« @bioMerieuxUSA



