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Case Study 4: Under which intervention creatinine levels increases more in
HIV patients?

May 7, 2012 GVK BIO Confidential 30



GVK'BIO

Accelerating Research

Creatinine - Nephrotoxicity

* Measuring creatinine levels is a useful method of evaluating renal
dysfunction

* In any given condition, if a user is interested in analyzing drug-induced
nephrotoxicity by measuring creatinine levels, GOBIOM can be useful as it
has data from all the reported clinical studies under different drug
interventions in various study population groups.

* The analysis tool allows user to filter the data by drug, disease and
biomarker to easily assess the best therapy available with least
nephrotoxicity for a given condition.
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Under which intervention creatinine levels increases more in HIV N
F L GVK'BIO
pat lents: Accelerating Research

Select urinary system disorders in organ disorder field present in the Safety/Toxicity section

Select Creatinine in the biomarker name field

Advanced Search

Biomarker Clinical Status Reference Clinical Status
Evaluated Clinical Clinical
Exploratory Clinical PreClinical

PreClinical
Search Type: ® contains O Starts with

Biomarker
Biomarker Name CREATIMIMNE

Biomarker Pathways

MNature Biochemical
Biomarker Mature Type

Application

For& Qualification

Therapeutic Area
Therapeutic Area

Indication HIV Infection
Associated With
Diseasze Stage

Dizeasze Grade

safety / Toxicity
Crgan Dizorder Urinary system dizorders

Crgan Disorder Sub Type

May 7, 2012 GVK BIO Confidential 32



GVK'BIO

Accelerating Research

Select single creatinine record and click on integrated view

* The GOBIOM Integrated View allows the user to quickly scan all the relevant biomarker information in one data-
intensive window. This provides a simple and quick method of comparing different tables available.

G. BleM

GVK'510) Online Biomarker Database

Welcome Rama Devi Sanam! C=My Account | B+ Export ‘ ? Help B Summary | HSearch History + Search Results | O Search

_ Search Results Report View| | Integrated View |Alert Colleague| Save guery
Integrated Yiew

% Surmmary * Advanced Search ® Search Results

Total search records: 1 Export This Table(Excel
~ Indication

[] BIOMARKER HAME = STATUS =  DISEASE NAME = TYPE = FDA = BM CLASS =
© Biomarker Nature
A ~ CREATININE Clinical HIV Infection Biochemical Mo Safety/Toxicity

~ Application
© Drugs
© Pathways

© Therapeutic Area
~ ¥Year of Publication

~ Biomarker with below data
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Integrated view of biomarker details page appears.

Click on Integrated view button and select experimental details to view all the data points

Biomarker Details

Total number of records: 1
Sub records number:1

Select columns =

Filter By | --select-- v||

| [ Fitter |

Integrated view —

N

S GVKBMID = Biomarker Name = Structure ZCASID = Biomarker Class = Organ Disorder = Biomarker Type = Chemical
CH
El
e
o G
SFT-65 CREATININE B \\JH §0-27-5 Safety/Toxicity oS System Eiochemical Metzbolite
3D View
= I ]
Clinical Application
GVKBMID  Biomarker Hame  Disease Mame  ReferencelD  Clinical Trial/Preclinical ID (T Reference Application  Application Value
HIV
SFT-65 CREATININE Infection 14547 + NCTOD299091 Safety
HIV
SFT-65 CREATININE Infection 16332 + NCTO0207948 Safety
HIV
SFT-65 CREATININE Infection 16737 + Safety Yes
HIV
SFT-65 CREATININE Infection 16761 + Safety Yes
HIV
SFT-65 CREATININE Infection 16776 + Safety Yes

-

[p——

W1vT

5,
Biomarker

Biomarker Details
Experimental Details
Analytical Qualification
Clinical Qualification
Biomarker PKPD
Biomarker Statistics
Therapeutic Area
Disease Details
Disease Description
Drug

Drug Structure Details
Drug Data

Clinical

Study Population
Metadata Clinical
Patient Characteristics
PrecClinical

Preclinical Study Details
Preclinical Statistics

References
Reference Details

=
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Apply Comparison filter — “Between after treatment and baseline”
Tag — “Level”

These filters will filter out the datapoints giving creatinine levels after treatment and baseline.

@® Brief O Detail | ViEW
Filter By
| Comparison w | |Eetv.\=_en after treatment and baseline | | Filter |
.Y
= Biomarker Name = pisease Name = GVKBMID = Summanry = Reference ID =3
Mean Serum
CREATININE HIV Infection SFT-85 Creatinine Levels W 11076101
More
Mean Serum
CREATININE HIV Infection SFT-65 Creztinine Lavels W 11076101
More
Mean Serum
CREATINIMNE HIV Infection SFT-635 Creatinine Levels W 11076101
More
n i : _ Serum Creatinine - L
CREATINIMNE HIY Infection SFT-535 Levels In HIV More 11076101
A W : - Serum Creatinine -
CREATININE HIV Infecticn SFT-635 Levels ==1.4 More 11076101
& grief O Detail
Filter Applied
Comparison A
Filter By :Between after treatment and baseline A
|Tag V| Level | Filter | Apply Filker
Z Biomarker Name Z Disease Name = GVKBMID E Summary Z= Reference ID
CREATINIME HIV Infection SFT-63 Mean Serum Creatinine Levels W More 11076101
CREATIMIME HIV Infection SFT-63 Mean Serum Creatinine Levels W More 11076101
CREATIMIME HIV Infection SFT-63 Mean Serum Creatinine Levels W More 11076101
CREATIMIME HIV Infection SFT-63 Serum Creatinine Level Progres More 16011534
CREATIMNIME HIV Infection SFT-83 Baseline Serum Creatinine Conc Mare 19183077
CREATIMIME HIY Infection SFT-83 Ezzcline Serum Creatinine Cong Mors 1291823077
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Click on Plotting after applying the required filters.

Go Back

Select X-Axis: |Intervention v |Lahe1: | Dose /

Result Value1

Series:

Sample Sizel v

Select X-axis along with the required label.

In the series, Result value 1 and Result value 2 are
selected. These fields store biomarker levels after
treatment and at the baseline respectively.
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Under which intervention creatinine levels increases in HIV patients? Accelrating Research
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RESULT FALUEI RESULT VALUE2 PERCENTAGE DIFF

__ladministration for 7 months in combination with ot

SUMMARY

Peak serum creatinine levels was 7.80 mg/dL which increased from 0.91 mg/dL at baseline in 55 year old
HIV infected patient no.1 who received 300 mg/day tenofovir disoproxil fumarate upen oral
[‘ner antiretroviral drugs (lepinavir, ritcnavir, abacavir)

s with no values are displayed as z¢
el with null values are displaved as 1

N

SUMMARY
Serum creatinine lavels at baseline was <1.20 mg/dL which increased to 7.80 mg/dL (688 uM) in HIV

infected patient with rapid decline in renal function several months after initiation of tenofovir therapy

146.?/

1122

SUMMARY

Baseline serum creatinine concentration was 0.9 mg/dL which increased abruptly to 2.2 mg/dL 17 months
after the initiation of tencfowvir cli=.|:-|:|rn><|| fumarate regimen (along with erntrl"ltablne lopinavir, ritonawvir)

in 158 year old African American male with perinatally acquired HIV infection [patient no.1) who dev reloped
nephrotoxicity (chronic kidney disease)
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Plot shows
increased levels of
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underwent
Tenofovir therapy
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