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Introduction

This final technical report summarizes the results of the /n vifro antiviral
evaluations of fullerene poly-amino caproic acid submitted by CJSC Intelpharm
to ImQuest BioSciences, Inc. Antiviral evaluations in fresh and established cell
lines utilizing clinical and laboratory derived virus strains were performed to
define the antiviral efficacy, cellular toxicity and the selectivity index for the test
compounds in each of the virus-cell systems utilized. This technical report also
describes the assays performed to determine mechanism of antiviral action for
fullerene poly-amino caproic acid. Anti-HIV evaluation in CEM-SS cells of
fullerene poly-amino caproic acid in combination with twenty-three existing
approved HIV drug was performed to determine how the compounds interact in
terms of antiviral efficacy and cellular cytotoxicity. ImQuest Biosciences
evaluated fullerene poly-amino caproic acid in a panel of assays to determine
potential in vitro cytotoxicity to primary human cells and to define potential
mechanisms of cytotoxicity. /n vitro cytotoxicity evaluations were performed with
stimulated and unstimulated fresh human peripheral blood mononuclear cells
(PBMCs), monocyte-macrophages, dendritic cells, bone marrow progenitor cells,
hepatocyte, human induced pluripotent stem cell (iPS) cardiomyocytes, iPS
neurons and RPTEC (kidney cells). Macromolecular synthesis, membrane
integrity, cellular proliferation, apoptosis, and oxidative stress assays were

performed to define potential mechanisms of compound toxicity.

Materials and Methods

Compounds:

Fullerene poly-amino caproic acid (FPACA) was solubilized at 40 mg/mL in
DMSO and stored at -20°C. Test material was evaluated versus HIV-1 using a
high test concentration of 100 pg/mL. and serial half-logarithmic dilutions. AZT
was purchased from Sigma, solubilized in water at 1 mM and used as a positive

control compound for the anti-HIV assays. Control compounds for the
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mechanism of anti-HIV action assays included dextran sulfate and aldrithiol-2
(purchased from Sigma), T20 and delavirdine (obtained from Pfizer), and
raltegravir and saquinavir (obtained from the NIAID AIDS Research and
Reference Reagent Program). For combination therapy assays, FPACA was
evaluated at concentrations of 4, 2, 1, 0.5, and 0.25 pyg/mL in combination with
nine concentrations of an existing HIV inhibitor in at least two replicate antiviral
combination assays. The second known anti-HIV agent was evaluated using a
high test concentration of two-times the ECsg value as determined in the
standardized anti-HIV cytoprotection assay. Table 1 below lists the class of

inhibitor and compound source.

Anti-HIV Class of Source
Agent inhibitor
Enfuviritide Fusion NIH*
Maraviroc Entry NIH
Delavirdine NNRT Pfizer
Etravirine NNRT NIH
Efavirenz NNRT NIH
Nevirapine NNRT NIH
Zidovudine NRT NIH
Lamivudine NRT GlaxoSmithKline
Emtricitabine NRT Gilead Sciences
Didanosine NRT NiH
Tenofovir NRT NIH
Stavudine NRT NIH
Abacavir NRT GlaxoSmithKline
Raltegravir Integrase NIM
Dolutegravir | Integrase NiH
Amprenavir | Protease | GlaxoSmithKline
Tipranavir Protease NIH
Indinavir Protease NIH
Saquinavir Protease NIH
Lopinavir Protease NIH
Ritonavir Protease NIH
Darunavir Protease NIH
Nelfinavir Protease Pfizer

*All compounds obtained from the NIH were received from the NIH/NIAID AIDS Research and
Reference Reagent Program,

For the ToxiSENS evaluations, positive control compounds doxazosin mesylate
(cardiomyocyte cytotoxicity), staurosporine (PBMC, monocyte-macrophage,

dendritic cell, hepatocyte and neuron cytotoxicity, macromolecular synthesis, and



apoptosis), cisplatin (RPTEC kidney cell cytotoxicity), doxorubicin (cellular
proliferation), menadione (oxidative stress), and tumor necrosis factor a

(membrane integrity) were purchased from Sigma Aldrich (St. Louis, MO).

Anti-HiV-1 Evaluation in Fresh Human PBMCs:

Fresh human peripheral blood mononuclear cells (PBMCs) were obtained from a

commercial source (Biological Specialty Corp) and determined to be
seronegative for HIV and HBV. Depending on the volume of the donor blood
received, the leukophoresed blood cells were washed several times with PBS.
After washing, the leukophoresed blood was diluted 1:1 with Dulbecco's
phosphate buffered saline (PBS) and layered over 15 mbL of Ficoll-Hypague
density gradient in a 50 mL conical centrifuge tube. These tubes were
centrifuged for 30 min at 600g. Banded PBMCs were gently aspirated from the
resulting interface and washed three times with PBS. After the final wash, cell
number was determined by Trypan Blue dye exclusion and cells re-suspended at
1 x 10° cells/mL in RPMI 1640 with 15 % Fetal Bovine Serum (FBS), 2 mmol/L. L-
glutamine, 2 pug/mL PHA-P, 100 U/mL penicillin and 100 ug/mL streptomycin and
allowed to incubate for 48 - 72 hr at 37°C. After incubation, PBMCs were
centrifuged and resuspended in tissue culture medium (RPMI 1640 with 15%
FBS, 2 mmol/L L-glutamine, 100 U/mL. penicillin, 100 pg/mL streptomycin and 3.6
ng/mL recombinant human [L-2). The cultures were maintained until use by half-
volume culture changes with fresh IL-2 containing tissue culture medium every 3

days. Assays were initiated with PBMCs at 72 hr post PHA-P stimulation.

To minimize effects due to donor variability, PBMCs empioyed in the assay were
a mixture of cells derived from three donors. Immediately prior to use, target
cells were resuspended in fresh tissue culture medium at 1 x 10° cells/mL and
plated in the interior wells of a 96-well round bottom microtiter plate at 50 ul/well.
Then, 100 pL of 2X concentration of compound-containing medium was

transferred to the 96-well plate containing the cells in 50 pL of the medium.



Following addition of test compound to the wells, 50 pL of a predetermined
dilution of HIV virus (prepared at 4X of final desired in-well concentration) was
added, and mixed well. Three representative strains from each of the eight HIV-
1 subtypes were used to evaluate range of anti-HIV activity. For infection, 50-
150 TCIDsq of each virus was added per well (final MO! approximately 0.002).
PBMCs were exposed in triplicate to virus and cultured in the presence or
absence of the test material at varying concentrations as described above in the
96-well microtiter plates. After 7 days in culture, HIV-1 replication was quantified
in the tissue culture supernatant by measurement of reverse transcriptase (RT)
activity. Wells with cells and virus only served as virus controls. Separate plates

were identically prepared without virus for drug cytotoxicity studies.

Virus Quantification by Reverse Transcriptase Activity Assay - Reverse

transcriptase activity was measured in cell-free supernatants using a standard
radioactive incorporation polymerization assay. Tritiated thymidine triphosphate
(TTP; New England Nuclear) was purchased at 1 Ci/fmL and 1 plL was used per
enzyme reaction. A rAdT stock solution was prepared by mixing 0.5 mg/mL poly
rA and 1.7 U/mL oligo dT in distilled water and was stored at -20°C. The RT
reaction buffer was prepared fresh daily and consists of 125 pl of 1 mol/L EGTA,
125 pl. of dH,0, 125 ub of 20% Triton X-100, 50 pl of 1 mol/L. Tris (pH 7.4), 50
nL of 1 mol/L DTT, and 40 uL of 1 mol/L MgCl,. For each reaction, 1 ul. of TTP, 4
uL of dH,0, 2.5 ul. of rAdT and 2.5 L of reaction buffer were mixed. Ten
microliters of this reaction mixture was placed in a round bottom microtiter plate
and 15 pL of virus-containing supernatant was added and mixed. The plate was
incubated at 37°C in a humidified incubator for 90 min. Foliowing incubation, 10
uL of the reaction volume was spotted onto a DEAE filter mat in the appropriate
plate format, washed 5 times (5 min each) in a 5% sodium phosphate buffer, 2
times (1 min each) in distilled water, 2 times (1 min each) in 70% ethanol, and
then air dried. The dried filtermat was placed in a plastic sleeve and 4 mL of
Opti-Fluor O was added to the sleeve. Incorporated radioactivity was quantified

utilizing a Wallac 1450 Microbeta Trilux liquid scintillation counter.



XTT Staining for Cell Viability and Compound Cytotoxicity- Following incubation

at 37°C in a 5% CO, incubator, the test plates were stained with the tetrazolium
dye XTT (2,3-bis(2-methoxy-4-nitro-5-sulfopheny!)-5-[(phenylamino)carbonyl}-
2H-tetrazolium hydroxide). XTT-tetrazolium was metabolized by the
rmitochondrial enzymes of metabolically active cells to a soluble formazan
product, allowing rapid quantitative analysis of the inhibition of virus-induced cell
killing by antiviral test substances. XTT solution was prepared daily as a stock of
1 mg/mL in RPMI1640. Phenazine methosulfate (PMS) solution was prepared at
0.15 mg/mL in PBS and stored in the dark at —20°C. XTT/PMS stock was
prepared immediately before use by adding 40 pL of PMS per ml of XTT solution.
Fifty microliters of XTT/PMS was added to each well of the plate and the plate
was incubated for 4 hours at 37°C. Plates were sealed with adhesive plate
sealers and shaken gently or inverted several times to mix the soluble formazan

product and the plate was read spectrophotometrically at 450/650 nm with a

Molecular Devices Vmax plate reader.

Data Analysis and Evaluation - Microsoft Excel 2007 was used to analyze and

graph data. The percent reduction in virus replication compared to the untreated
virus controls was calculated for each compound. The percent cell control value

was calculated for each compound comparing the drug treated uninfected cells to

the uninfected cells in medium alone.

HIV Attachment and Entry Inhibition Assay:
TZM-bl FcRI cells were added 24 hours prior to the addition of compound and

virus at a density of 1.5 x 10* cellsfwell in a volume of 100 pL. Six concentrations
of each compound were added in a volume of 50 L in triplicate to the seeded
cells following removal of the media. Fifty microliters (60 L) of HIV-1,5 was
added to the efficacy plates at a pre-determined titer and 50 pL of media was
added to the toxicity plates. The plates were incubated for two hours at 37°C/5%
CO, The plates were the washed three times with 150 uL. RPMI with no
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additives. After washing, 200 pL of DMEM with additives was added to the
plates. The plates were then incubated for 48 hours at 37°C/5% CO, Efficacy
was evaluated with a chemilluminescence end point and cellular toxicity was

evaluated using the tetrazolium dye XTT.

HIV Fusion Inhibition Assay:
TZM-bl FcRI cells at a density of 5 x 10° celis per well (50 L) were plated with

six concentrations of compound in triplicate for one hour at 37°C/5% COo.
Following the incubation, 100 ub of HL2/3 cells at a density of 5 x 10° per well in
cell culture medium were added to the plates. The cultures were incubated for an
additional 48 hours at 37°C/5% CQO,. Following the incubation, efficacy plates
were evaluated for luciferase activity using a chemilluminescent substrate and

toxicity plates were stained with the tetrazolium dye XTT to evaluate cell viability.

HiV-1 Reverse Transcriptase inhibition Assay: The biochemical RT inhibition

assay utilizes recombinant, purified wild type HIV-1 reverse transcriptase (RT)
enzyme provided by Dr. Steven Hughes (ABL, NCI-FCRDC). Characterization of
the RT inhibitory properties of selected test compounds was performed utilizing
an RT assay described by Boyer ef al. (1993) with minor modifications. Briefly,
recombinant RT enzymes were assayed in microtiter plates in a 100 pL reaction
mixture containing 25 mM Tris-HCI, pH 8.0, 75 mM KCI, 8 mM MgCiz, 2 mM DTT,
10 uM dGTP, 0.01U rC:dG template primer (Pharmacia), 10 nCi [**Pl-o-dGTP
(800 Ci/mmol), and the test compound at indicated concentrations. The RT
enzyme concentration employed in these assays ranged from 0.4-0.9 ug/mlL for
the different recombinant proteins; all the RT enzyme preparations utilized in
these studies displayed linear enzyme kinetics for at least 45 min at 37°C under
these reaction conditions., For each assay, the enzyme reactions were allowed
to proceed for 45 min at 37°C before termination of the reaction by addition of
10% TCA,; 100 pg of heat-denatured, sonicated salmon sperm DNA was also
added to aid DNA precipitation and recovery. Upon termination of the enzyme

reactions, the TCA-precipitated DNA was harvested onto glass-fiber filters



(GF/C), washed twice with ice-cold 10% TCA and subjected to liquid scintillation
counting. To increase sample throughput and minimize sample handling for this
assay, we employed a 96-well glass-fiber filter plate and vacuum manifold
(Millipore) to harvest and wash the DNA. Incorporated radioactivity in the labeled
DNA samples was subsequently counted directly in the multi-well plate following
the addition of 20 uL scintillation fluid (OptiPhase SuperMix, Wallac) to each well
and using a MicroBeta 96-well scintillation counter (Wallac). Raw data was
collected from the Wallac scintillation counter and imported into a Microsoft Excel

2007 spreadsheet for analysis by linear curve fit calculations of 1Csp values.

HIV-1 Integrase Inhibition Assay: The HIV-1 integrase inhibition kit

(Bioproducts MD) was used to examine the integrase inhibition activity of test
compounds and raltegravir as a positive control. The integrase assay kit
contained all the necessary buffers and a streptavidin-coated 96-well plate. The
plate was coated with 100 pl of a double-stranded HIV-1 LTR U5 donor substrate
(DS) oligonucleotide containing an end-labeled biotin for 30 minutes at 37°C. The
plate was washed 3 times with wash buffer and blocked with blocking buffer for
30 min at 37°C. The plate was washed 3 times with reaction buffer and 2 pL of
full-length recombinant HIV-1 integrase protein (200 nM purified from bacteria)
plus 98 pl reaction buffer were added to each well, except nine wells contained
100 pl reaction buffer alone as a no enzyme negative control. The plate was
incubated for 30 minutes at 37°C. Six half-logso serial dilutions of MDH-1-38,
NS104 and raltegravir were prepared to 2 times the final in well concentration in
reaction buffer. Following the incubation, the plate was washed 3 times with
reaction buffer and 50 yl of the diluted compounds were placed into triplicate
wells and 50 pl buffer alone was also placed into triplicate wells of the assay
plate. The plate was incubated at room temperature for 5 minutes and 50 pt 1X
double-stranded target substrate (TS) oligo containing 3’-end modifications was
added to each well then incubated for 30 minutes at 37°C. The plate was washed
5 times with wash buffer and 100 ul HRP antibody solution was added to each

well. After 30 minutes incubation at 37°C, the plate was washed five times with



wash buffer and 100 ul of TMB peroxidase substrate was added to each well.
Following 10 minutes incubation at room temperature, 100 ul TMB stop solution
was added to each well. The absorbance of the wells was determined at 450 nm

using a Molecular Devices Vmax plate reader.

HIV-1 Protease Inhibition Assay: The SensolLyte 520 HIV-1 Protease Assay

Kit (Anaspec Inc., San Jose, CA) and recombinant HIV-1 protease

(MyBioSource, San Diego, CA) was used to examine the protease inhibition
activity of two test articles and one positive control. Tests were conducted in a
96-well plate format and included the use of the HiV-1 protease inhibitor
saquinavir as a positive control. The protease assay kit contained all the
necessary buffers as well as a fluorimetric substrate derived from the p17/p24
cleavage site on Pré%. The substrate contains a HiLyte Fluor 488 reporter and a
QXL 520 quencher covalently linked to the peptide and separated by the p17/p24
cleavage junction. Upon cleavage of the p17/p24 junction by HIV-1 protease, the
fluorescent reporter is physically separated from the quencher and fluoresces
with an emission spectra of 520nm when excited at a 490nm. Thus, cleavage of
the peptide and HIV-1 protease activity can be monitored in a fluorescent plate

reader using excitation and emission wavelengths of 430nm/520nm.

Recombinant HIV-1 protease was diluted to a concentration of 2.5 ng/uL in
protease assay buffer and 40 pL of the diluted protease was added to all but two
wells of a NUNC 96-well flat bottom black fluorescence plate on ice. Six %2-logo
serial dilutions of each of the two test compounds and saquinavir were prepared
to 10 times the final in well concentration in protease assay buffer. Ten
microliters (10 uL) of the diluted compounds were placed into triplicate wells of
the assay plate containing the protease. Ten microliters of buffer alone was also
placed into six wells containing protease for establishing no compound positive
control. Fifty microliters of protease buffer alone was added to the 2 wells that did
not receive protease to serve as blank wells for fluorescence background. The

plate was incubated at 37°C for 10 minutes. Following the 10 minute incubation,
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50 ub of the fluorescent protease substrate (diluted 1:500 in assay buffer) was
added to each well and the plate was placed into a Promega plate reader
preheated to 37°C. The final in well concentrations of components in the assay
were 3.2 to100 uM of the two test compounds and 0.32 to 100 nM of saquinavir,
1 ng/uL of recombinant HIV-1 protease (1U/pl), and 1 uM substrate.
Florescence was measured using an excitation of 490nm, emission of 520 nm
and a cut off value of 515 nm every 1.5 minutes for 45 minutes. The ICsq and {Cgp
(relative to the no-compound control) were calculated from the end-point

fluorescence data for each of the compounds using the Promega software.

Inhibition of HIV-1 Production From Chronically Infected Cells: CEM-SS

cells chronically infected with HIVyg were treated with six concentrations of test

compound for six days at 37°C/5% CO,. Following incubation, cell-free
supernatant samples was collected from each well of the 96 well plates and
analyzed for reverse transcriptase (RT) activity. The plate was stained with 1

mg/mL XTT/PMS solution for cytotoxicity evaluation.

Inhibition of Cell fo Celi Virus Transmission: Uninfected CEM-SS cells are

seeded at 10° cells per well in 50 uL per well in a 96 well microtiter plate.

Chronically infected cells (CEMIIIB) were resuspended in assay medium then
diluted logarithmically (10° cells per well through 10%). Each cell density was
dispensed at 50 ub per well in the microtiter plates. FPACA was diluted to 2X the
desired high test concentration in assay medium and 100 yL of each drug dilution
was added to the plated cells. Media was added in place of drug to serve as the
positive control. The plate was incubated in a humidified CO; incubator at 37°C
for 48 hours. The number of syncytia per well was counted. Following 72 hr
incubation, cell-free supernatant samples from each well of the 96 well plates
was analyzed for reverse transcriptase (RT) activity as described above for the
anti-HIV PBMC assay.
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Time of Drug Addition Assay: TZM-bl FcRI cells were seeded in 96-well

microtiter plates 24 hours prior to assay at a density of 1.5x10% cells/well in a
volume of 100 pb.. Three concentrations of each compound were added in a
volume of 50 pL in triplicate to the seeded celis following removal of the media at
30 minutes prior to infection, immediately prior to infection (0 hour), or at 1, 2, 4,
6, 8, and 24 hours post-infection. Fifty microliters (50 pL) of HIV-1,p was added
to the efficacy plates at a pre-determined titer. The plates were then incubated
for 48 hours at 37°C/5% COQ, Efficacy was evaluated with a chemilluminescence
end point. The virus entry inhibitor PRO2000, fusion inhibitor T20, and RT
inhibitors efavirenz and nevirapine were evaluated in paralle! with FPACA as

control compounds.

Combination Therapy Evaluation Using the HIV Cytoprotection Assay:

Cell Preparation
CEM-SS cells were passaged in RPMI1640 supplemented with 10% heat

inactivated FBS, 2 mM L-glutamine, 100 U/mL penicillin and 100 pyg/mL
streptomycin in T-75 flasks prior to use in the antiviral assay. On the day
preceding the assay, the cells were split 1:2 to assure they were in an
exponential growth phase at the time of infection. Total cell and viability
quantification were performed using a hemocytometer and Trypan Blue dye
exclusion. Cell viability must be greater than 95% for the cells to be utilized in
the assay. The cells were resuspended at 5 x 10 cells per mL in tissue culture

medium and added to the drug-containing microtiter plates.

Virus Preparation

The virus used for the cytoprotection assays was the lymphocyte-tropic virus
HiV-1us. The virus was obtained from the NIH AIDS Research and Reference
Reagent Program and stock virus pools were produced in CEM-SS cells. A
pretitered aliquot of virus was removed from the freezer (-80°C) and allowed to

thaw slowly to room temperature in a biological safety cabinet. Virus was



resuspended and diluted into tissue culture medium such that the amount of virus
added to each well in a volume of 50 ulL was the amount determined fo yield 85

to 95% cell killing at 6 days post-infection.

Plate Format

Each plate contained cell control wells (cells only), virus control wells {(cells plus
virus), drug toxicity wells (cells plus drug only), drug colorimetric control wells
(drug only) as well as experimental wells (drug plus cells plus virus). Samples

were tested in triplicate.

Efficacy and Toxicity XTT
Following incubation at 37°C in a 5% CO; incubator, the test plates were stained

with the tetrazolium dye XTT as described above for the anti-HIV PBMC assay.

Data Analysis

Raw data was collected from the Softmax Pro 4.6 software and imported into the
Prichard and Shipman MacSynergy |l software template (Prichard ef al. 1993.
Antiviral Research 14: 181-206). Effects of the drug combination are calculated
based on the activity of the two compounds when tested alone. The expected
additive antiviral protection is subtracted from the experimentally determined
antiviral activity at each combination concentration resulting in a positive value
(synergy, or potentiation), a negative value (antagonismy), or zero (additivity).
The results of the combination assays are presented three dimensionally at each
combination concentration, yielding a surface of activity extending above
(synergy) or below (antagonism) the plane of additivity. The volume of the
surface is calculated and expressed as a synergy volume (UM?%) calculated at

the 95% confidence interval.

For these studies, synergy is defined as drug combinations yielding synergy
volumes greater than 50 pM?% at the 95% confidence interval. Slightly
synergistic activity and highly synergistic activity have been defined as yielding



synergy volumes of 50 to 100 pl\/l2% and > 100 uM?%, respectively. Synergy
volumes between -50 and 50 uM*% are considered additive and synergy

volumes less than -50 uM?% are considered antagonistic.

In Vitro CytotoXxicity:

Evaluation of Toxicity to Human PBNICs -

Unstimulated or PHA-P stimulated PBMCs isolated by Ficoll hypaque
centrifugation from whole blood (were re-suspended in fresh tissue culture
medium containing IL-2 at 5 x 10° cells/mL and plated in the interior wells of a 96
well round bottom microtiter plate at 100 plL/well. One-hundred microliters (100
ul) of each compound at six concentrations was transferred to the round-bottom
96-well plate containing the cells, in triplicate. Following 3 days incubation at
37°/5% CO3 the cells were stained with the tetrazolium dye XTT to evaluate
cytotoxicity as described below. Staurosporine was used as a positive toxicity

assay control.

XTT Staining for Compound Cytotoxicity-

Following incubation at 37°C in a 5% CO- incubator, the test plates were stained

with the tetrazolium dye XTT as described above for the anti-HIV PBMC assay.

Data Analysis and Evaluation -

Microsoft Excel 2010 was used to analyze and graph the raw data. TCsy (50%
reduction in cell viability) values are tabulated and provided. Raw data for
toxicity with a graphic representation of the data are provided in a printout

summarizing the compound cytotoxicity.

Evaluation of Toxicity to Human Monocytes-Macrophages: Freshly

separated pre-PHA blasted PBMC's (from one donor) were suspended in DPBS
plus 10% heat inactivated Human AB serum at 4 x 10° cells per mL and plated in
the interior wells of a 96-well flat bottom microtiter plate in a volume of 100 L
per well. The plates were incubated at 37°C/5% CO; for 2 hours. Following the
incubation, RPMi 1640 supplemented with 10% FBS, 2mM L-glutamine, 100



U/mL penicillin and 100 pg/mL streptomycin was added in a volume of 100 pL
per well and the plates were incubated for an additional 2 days at 37°C/5% COo.
Following this incubation, the cells were gently washed with DPBS. RPMI 1640
supplemented with 10% FBS, 2mM L-glutamine, 100 U/mL penicillin and 100
pg/mL streptomycin was added in a volume of 200 pL per well and the plates
were incubated for 5 to 7 days at 37°C/5% CO,. Before initiation of the assay, the
cell monolayer was gently washed with DPBS 2 times to eliminate residual
PBMCs. After the final was 100 uL of complete RPMI 1640 was added to each
well and 100 ulL of compound-containing media was transferred to the flat-bottom
06-well plate containing the cells, in triplicate. Following 7 days incubation at
37°/5% CO; the cells were stained with the tetrazolium dye XTT to evaluate

cytotoxicity, as described above. Staurosporine was used as an assay control,

Evaluation of Toxicity to Human Monocytes-Macrophages-Derived

Dendritic Cells: Freshly separated PBMC's (from one donor) were suspended

in DPBS at 4 x 10° cells per mL and 15 mL was transferred into a 75 cm? cell
culture flask. The cells were incubated for 30 minutes and then washed 5 to 7
times with DPBS to remove the non-adherent cells. Fifteen milliliters of RPMI
1640 supplemented with 10% FBS, 2 mM L-glutamine, 256 mM HEPES, 100
U/mL penicillin , 100 pg/mL streptomycin, 50 ng/mL rhGM-CSF, and 50 ng/ml
rhiL-4 was added to the cells and the cells were incubated at37°C/5% CO;for 7
days (Current Protocols in Immunology, 2005). Foliowing the incubation the cells
were cultured in the same cytokine cocktails with the addition of LPS (10 ng/mL)
for 2 days at 37°C/5% CO,. Cells were washed once and resuspended at 1x10°
cells per mL in complete medium and plated in the interior wells of a 96 well
round-bottom microtiter plate in a volume of 100 L per well. One-hundred
microliters (100 pL) of compound-containing media were transferred to the 96-
well plate containing the cells, in triplicate. After 7 days in culture, the cells were
stained with the tetrazolium dye XTT to evaluate cytotoxicity as described above.

Staurosporine was used as an assay control.
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Evaluation of Toxicity to Primary Human Hepatocytes: Fresh primary human

hepatocytes (Xenotech; Lenexa, KS) at a density of 7 x 10" cells per well with a
0.2 mg/mL Matrigel overlay were received 24 hours prior to initiation of the
assay. Once received the medium was replaced with fresh hepatocyte culture
medium (Xenotech) pre-warmed to 37°C and the plate was cultured at 37°C/5%
CO; overnight. The following day, medium was removed and replaced with 100
UL of fresh medium. One hundred microliters (100 yL) of six concentrations of
the compound was added in triplicate to individual wells. The plate was cultured
at 37°C/5% CO; for 48 hours then stained for cell viability with the tetrazolium
dye XTT, as described above. Staurosporine was used as a positive toxicity

assay control.

Evaluation of Toxicity to Human Bone Marrow Cells: Bone marrow

progenitor cells (invitrogen; Grand Island, NY)} were suspended in cell culture
medium (Iscove modified Dulbecco medium containing 15% heat-inactivated
fetal bovine serum, 10% giant cell tumor conditioned medium (Bone Marrow
Plus, Sigma), 10 ng/ml recombinant human IL-6, 10 ng/ml recombinant human
IL-3, and 25 ng/ml recombinant human granulocyte macrophage colony
stimulating factor (GM-CSF, R&D Systems), and a final concentration of 1%
methylcellulose. The celis were added to the drug-containing 6-well plates at 1 x
10° cells per well in a volume of 900 uL. Each test material was evaluated in
triplicate. Test materials were diluted to 10 times the high test concentration then
100 pL of the stock solution was added per well. Following 14 days incubation at
37°C/5% COs, colonies (greater than 30 cells) in the assay plates were counted.

AZT was used an assay controf compound.

Evaluation of Toxicity to iPS$ Cardiomyocytes: iPS cardiomyocytes (Cellular

Dynamics; Madison, W) were seeded in 96 well flat bottom microtiter plates pre-

coated with 0.1% gelatin (Sigma) in plating medium (Cellular Dynamics) at 1.5 x
107 cells per well in a final volume of 100 ul.. Plates were incubated at 37°C/5%

CO, Forty-eight hours after plating, the wells were washed with DPBS and



compound diluted in maintenance medium (Cellular Dynamics) was added to the
cell monolayer at 100 ul. After three days incubation at 37°C/5% CO; cell
viability was measured by staining with XTT tetrazolium dye. Doxazosin

mesylate was evaluated in parallel as a positive control compound.

Evaluation of Toxicity to iPS Neurons: Flat bottom 96 well microtiter plates

were coated with 50 ubl per well of 0.01% poly-L-lysine overnight at
37°C/5%C0O,. The plates were washed with DPBS and coating solution (0.01%
poly-L-ornithine; Cellular Dynamics) was added at 100 pL per well and incubated
at room temperature for 1 hour. After washing the plate twice with water, 100 L
per well of 3.3 ug/mL kaminin solution was added and the plate was incubated at
room temperature for 1 hour. The laminin solution was removed and iPS
neurons (Cellular Dynamics) were seeded at 150 pL per well of 2 x 10° cells per
mL suspension in specialized medium (Cellular Dynamics). The medium was
changed on day 3 and day 7. Diluted compound was added in triplicate to the
differentiated neurons on day 14. Following three days incubation at
37°C/5%C0O, the cells were stained with XTT tetrazolium dye to measure cell

viability. Staurosporine was evaluated in parallel as a positive control compound.

Evaluation of Toxicity to RPTEC Kidney Cells: Human primary renal proximal

tubule cells (WRPTECs, Lonza) were propagated in supplemented REGM
medium (Lonza; Allendale, NJ). Cells were seeded in flat bottom 96 well
microtiter plates at a density of 1 x 107 cells per well in 100 pL per well.
Following overnight incubation for adherence, the medium was removed and
diluted compound was added in triplicate to the cell monolayer at 100 plL per
well. Following three days incubation at 37°C/5% CO; cell viability was
measured by staining with XTT tetrazolium dye. Cisplatin was evaluated in

parallel as a positive control compound.
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Macromolecular Synthesis Evaluation in PBMCs: Cellular macromolecule

synthesis was evaluated using tritiated precursor incorporation assays. PBMCs

from three pooled donors (5 x 10* cells per well) were cultured in triplicate in the

presence or absence of compound at 37°C/5%CO0O; in a 96-well round bottom
microtiter plate. After incubation for 54 hours, 1 pCi of [methyl-*H]-thymidine for
DNA synthesis, [5-°H]-uridine for RNA synthesis, or [3,4,5->H]-leucine for protein
synthesis (New England Nuclear) was added to the culture and incubation was
continued for an additional 18 hours. The cells were transferred to a DEAE filter
mats by use of an Inotech cell harvester. The filtermats were washed with
distilled water, placed in a bag with scintillation fluid, sealed, and incorporated
radioactivity was quantified with a Wallac scintiliation counter. Triton X-100 was

evaluated in parallel as a control.

Apoptosis: HelLa cells were seeded in flat bottom 96 well microtiter plates at 2 x 10
cells per well and allowed to adhere overnight at 37°C/5% CO. Medium was removed,
replaced with compound diluted in cell culture medium, and following three days of
incubation, apoptosis was quantified by fluorometric measurement utilizing the Apo-
ONE Homogeneous Caspase-3/7 kit (Promega; Madison, WI). Briefly, the 100x
caspase substrate Z-DEVD-R110 was diluted in buffer and then 100 pL per well was
added. Following incubation at room temperature for 2 hours, fluorescence was read

at 485/530 nm. Staurosporine was evaluated as a control compound.

Membrane integrity: Diluted compound was incubated with L929 cells seeded in flat

bottom microtiter plates at 1 x 10* cells per well for three days at 37°C/5% CO;.
Membrane integrity was quantified fluorometrically by LDH release from non-viable
cells using the CytoTox-ONE Homogeneous Membrane Integrity kit (Promega).
Following a 10 minute incubation of CytoTox-ONE reagent (100 uL) in each well, 50 pL.
of stop solution was added and the fluorescent signal was measured at 560/590 nm.

TNF-g was evaluated as a control.
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Cellular proliferation: Following three days incubation of PHA-stimulated human

PBMCs (1 x 10° cells) with compound in the absence or presence of 1 M CFSE (Cell
Trace Proliferation kit, Invitrogen), cells were analyzed by flow cytometry for cellular
proliferation compared to the untreated cell controls. Doxorubicin was evaluated as a

control compound.

QOxidative Stress: Following 1 hour of incubation of Hela cells (1 x 10* cells per well)

with compound, oxidative stress was quantified by luminescence measurement utilizing
the GSH/GSSG Glo kit (Promega). Briefly, the Total Glutathione Lysis Reagent and
the Oxidized Glutathione Lysis Reagent was diluted in buffer and then 50 ul. per well
was added to duplicate plates containing Hela cells. Luciferin Generation Reagent
was added at 50 pL per well and the plates were incubated at room temperature for 30
minutes. Luciferin Detection Reagent was added at 100 ulL per well. Following
incubation at room temperature for 15 minutes, luminescence was read using a Wallac

scintillation counter. Menadione was evaluated as a control compound.

Results

Range of Anti-HIV Activity in Fresh Human PBMC Assays:
FPACA was evaluated in parallel with AZT against low passage human clinical
HIV-1 subtype viruses (A through G and O) in fresh human PBMCs. The results

of these assays are summarized in Table 2 and the raw data from the

experiments are presented in Appendix |. The graphical representation of these
data compares the antiviral efficacy and cellular toxicity expressed as a percent

of the appropriate cell and virus controls.

The anti-HIV assays met our internal validation and standardization criteria. AZT
was evaluated in parallel as a positive control compound for the anti-HIV assay
due to its sensitivity to small changes in the virus multiplicity of infection, allowing

us to maintain the virus inoculum at its most sensitive level for the antiviral
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assays. AZT yielded mean ECsg values ranging from 1 to 10 nM (+/- 0.0001 to
0.006 uM SD) against the clinical HIV-1 isolates.

FPACA was active against all of the low passage clinical HIV-1 strains evaluated
with mean ECs values ranging from 1.21 to 13.5 pg/mL (+/- 0.0 to 13.4 pg/mL
SD). The test compound was found to be non-toxic to fresh human PBMCs in all

assays up to a high test concentration of 100 pg/mlL.

Table 2: Activity of Test Compounds Against a Range of Geographically
Diverse HIV-1 Subtypes in Fresh Human PBMCs
Virus “FPACA (pngfmi) AZT (M)

{Coreceptor :
Usage) T Mean ECsxp T Mean ECyp (pM) .
{(Hg/mi) +/- SD +/- SD :
A 92RW016 427 | >234 | 4.33+/-0.08 0.004 | >276 0.007 +/- 0.02
(CCRS5}) 438 | >228 0.01 >101
92RW009 115 | »87.0 | 2.17 +/-1.44 0.006 >163 | 0.004 +/- 0.003
(CCR5/CXCR4) [ 318 | 314 0.002 >578
92UG029 150 | »66.7 | 1.21+/-0.40 0.01 >94.3 | 0.01 +/- 0.0001
{CXCRA4) 0.93 | >108 0.01 >096.2
B 9208727 249 | »402 | 4.81+/-327 0.003 >400 | 0.007 +/- 0.005
{CCRS) 712 | =140 0.0009 | >1114
92HT594 245 | »40.8 | 3.156+/-0.99 0.007 >152 | 0.006 +/- 0.0004
(CCR5/CXCR4) | 385 | >26.0 0.006 >167
92HT599 222 | =451 | 2.34+/-018 0.01 >101 0.01 +/- 0.0005
(CXCRA4) 245 | >40.8 0.01 935
92HT596 235 | »426 | 2.82 +/-066 0.004 >272 | 0.007 +/- 0.005
(CCR5/CXCR4) | 329 | »30.4 0.01 >100
[ 93MW959 148 | >67.6 | 1.71+-0.586 0.007 >138 | 0.007 +/- 0.0002
(CCRS) 235 | >4286 0.007 >142
131 | >76.3 0.007 >142
97ZA009 432 | >232 | 503+-1.00 | 0.0005 | >213 | 0.003 +/-0.004
(CCRS) 573 | »17.5 0.006 >175
98IN017 180 | 556 | 2.85+/-148 | 0.0003 | >333 | 0.003 +/-0.004
(CXCR4) 389 | >257 0.006 | >158
D 92UG005 241 | =415 | 4.20+/-253 | 0.0005 | =203 | 0.001+/-0.001
{CCRS) 599 | >16.7 0.002 >463
92UG001 274 | >36.5 | 2.36+/-0.50 0.005 >203 | 0.004 +/- 0.0007
(R5X4) 254 | 304 0.004 >227
1.80 | >55.6 0.004 >286
92UG024 313 | >320 | 3.72+/-083 0.009 =109 | 0.008 +/-0.002
(CXCR4) 431 | »232 0.006 >171
E 93TH060 151 | >66.2 | 1.30 +/-0.30 0.004 >225 | 0.003 +/- 0.003
{CCRS5) 1.09 | »91.7 0.0005 | >1908
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93THO51 213 [ 470 | 2.05+/-0.12 0.005 >218 | 0.004 +/- 0.001
(CCRSICXCR4) | 196 | >51.0 0.003 >326

CMU02 335 | =301 | 2.75+/-0.85 0.008 >132 | 0.005 +/- 0.003
(CXCR4) 215 | >46.5 0.003 >333

F 93BR029 200 | =479 | 182 +/-0.24 0.007 >138 | 0.004 +/- 0.004
(CCRS) 1.75 | »57.1 0.001 | >1014

938R020 171 | >585 | 2.08 +/-0.52 0.003 >294 | 0.004 +/- 0.001
(CCRS/CXCR4) | 245 | >408 0.005 >204

93BR019 234 | »425 | 3.36+/- 144 0.007 >135 | 0.005 +/- 0.004
(CXCR4) 438 | >228 0.002 >662

G G3 218 | »459 | 157 +/-0.86 0.006 >173 | 0.005 +/- 0.0008
{CCRS) 096 | >104 0.005 >217

JV1083 164 | »681.0 | 3.03 +-1.97 0.0t >97.1 | 0.006 +/- 0.006
{CCRS5) 442 | 5228 0.002 >602

RU132 243 | 412 | 549 +/-4.32 0.01 >94.3 | 0.006 +/- 0.008
(CCR5) 854 | >11.7 0.002 >532

o) BCF01 192 | »52.1 | 1.98+/-0.92 0.007 >144 | 0.008 +/- 0.001
(CCRS) 292 | =342 0.009 >112
109 | »91.7 0.008 >119

BCF02 256 | >39.1 | 224+/-045 | 0.0005 | >1869 | 0.001 +/- 0.001
(CCRS5) 1.92 | >52.1 0.002 >500

BCFO03 3.99 | »25.1 | 135+/-13.4 0.01 >105 | 0.006 +/- 0.005
(CCRS5) 230 | 4.35 0.002 >410

*T| values were calculated based on the FPACA TCsq of 100 pa/mL and the AZT TCsp of>1 pM.

HIV Attachment and Fusion Inhibition: FPACA was evaluated for the ability to
inhibit HIV attachment to HelLa-CD4-LTR-B-gal cells expressing cell surface CD4
and for inhibition of HL2/3 cells expressing HIV-1 gp120 and gp41 fusing with

Hela-CD4-LTR-B-gal cells. The results of these assays are summarized in
Table 3 (attachment inhibition) and Table 4 (fusion inhibition) and the raw data
from the experiments are presented in Appendix li. The graphical
representation of these data compares the antiviral efficacy and cellular toxicity

expressed as a percent of the control.

The HIV attachment and fusion inhibition assays performed met our internal
validation and standardization criteria. The Chicago Sky Blue (CSB) control
compound was evaluated in parallel with the test compound and yielded a mean
ECso value of 0.47 ug/mL (+/- 0.37 pg/mL SD) in the attachment inhibition assay
and 0.87 ug/mi (+/- 0.04 pg/mL SD) in the fusion inhibition assay. T20 and

dextran sulfate were evaluated as additional positive control compounds in the
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fusion inhibition and attachment inhibition assays, respectively, and yielded mean
ECso values of 0.004 pM (+/- 0.001 M SD) and 0.85 ug/mL (+/- 0.37 pug/mL
SD). FPACA yielded a mean ECso value of 0.46 pg/mL (+/- 0.3 pg/mL SD) in the
attachment inhibition assay and 0.82 yg/mL (+/- 0.21 pg/mL SD) in the fusion

inhibition assay.

Table 3: Inhibition of HIV Attachment

P L (ng/ml.) +/- SD

Chicago Sky Blue 073 | 020 | >10.0 { >10.0 | >13.8 | >49.8 0.47 +/-0.37
Dextran Sulfate 111 { 0.58 | =500 | »50.0 | >451 | >B85.06 0.85 +/-0.37
FPACA 067 { 0.24 | >100 { >100 | >1560 | >410 0.46 +/- 0.30

Table 4: Inhibition of HIV Fusion

oMpo ¥ * DEC PR3 \ |
ECso (Mg/mL) | TCso (ng/mL)
Tl
Chicago Sky Blue 0.84 0.88 >10.0 | >10.0 | =11.© >11.2 0.87 +/- 0.04
T20 (M) 0.005 | 0.003 | >050 | >0.50 | >106 | >148 | 0.004 +/- 0.001
FIPACA 0.97 0.67 83.0 >100 85.6 >149 0.82 +/- 0.21

HIV Reverse Transcriptase Inhibition: FPACA was evaluated in paralle! with

delavirdine for inhibition of wild type HIV-1 RT in a biochemical RT inhibition
assay using a rC:dG template primer system. The results of these assays are
summarized in Table 5 and the raw data from the experiments are presented in
Appendix . The graphical representation of these data illustrates the antiviral

efficacy expressed as a percent of the control.

The HIV RT inhibition assay performed met our internal validation and
standardization criteria. The control compound delavirdine yielded a mean I1Csq
value of 0.42 uM (+/- 0.47 uM SD) versus wild type RT. FPACA inhibited HIV RT
activity with a mean ICx value of 75.8 pg/mL (+/- 23.1 yg/mL SD).
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Table 5: HIV RT Inhibition

Delavirdine (uM) 0.75 0.09 042 +/- 047
FPACA (ug/mL) 59 4 92.1 75.8 +/- 231

HIV Integration inhibition: FPACA was evaluated for the ability to inhibit HIV
integrase from cleaving the terminal two bases from the exposed 3'-end of the
HIV-1 LTR DS and then catalyzing a strand-transfer reaction to integrate the
double stranded viral DNA into the target substrate. The results of these assays
are summarized in Table 6 and the raw data from the experiments are presented

in Appendix Il. The graphical representation of these data compares the

antiviral efficacy and cellular toxicity expressed as a percent of the control.

The raltegravir control compound was evaluated in parallel with the test
compounds and yielded a mean iCsq value of 0.09 pyM (+/- 0.07 yM SD) in the
integrase inhibition assay. FPACA inhibited HIV integrase activity with a mean

|Csp value of 1.21 ug/mL. (+/- 0.34 pg/mL SD).

Table 6: HIV Integrase Inhibition

Compound ICsp Mean IC5y +/- SD
Raltegravir (M) 0.14 | 0.04 0.09 +/- 0.07
FPACA (pg/mL) 0.97 | 1.45 1.21 +/- 0.34

HIV Protease Inhibition: FPACA was evaluated in parallel with saquinavir for the

ability to inhibit HIV protease cleavage. The results of these assays are
summarized in Table 7 and the raw data from the experiments are presented in
Appendix ll. The graphical representation of these data compares the antiviral

efficacy and cellular toxicity expressed as a percent of the control,



The saquinavir control compound yielded a mean ICsp value of 20.2 nM (+/- 0.05
nM SD) in the protease inhibition assay. FPACA inhibited HIV protease activity

with a mean ICx value of 0.59 ug/mb (+/- 0.12 pg/mL SD).

Table 7: HIV Protease Inhibition

" Compound |

ICsp +/-SD

Saquinavir (nM) | 20.2 20.1 20.2 +/- 0.05
FPACA (ug/mL) | 0.71 0.48 0.59 +/- 0.12

Chronic HIV Inhibition: FPACA was evaluated in parallel with ritonavir for the

inhibition of virus replication from chronically HIV-1y5 infected CEM-SS cells.

The results of these assays are summarized in Table 8 and the raw data from

the experiments are presented in Appendix Il. The graphical representation of

these data compares the antiviral efficacy and cellular toxicity expressed as a

percent of the control.

The ritonavir control compound yielded a mean ECsp value of 0.25 uM (+/- 0.01
UM SD) in the chronic HIV inhibition assay. FPACA did not inhibit virus

replication from chronic HIV infected cells when evaluated at concentrations up

to a high test concentration of 100 pg/mL.

Table 8: Evaluation Versus Chronic HiV-1 Infected CEM-SS Celis

Compound Chronic CEMIIIB Mean ECs; +/- SD
ECso TCso TI
Ritonavir (WM) 0.26 024 | »100 | >10.0{ =385 | »41.7 0.25 +/- 0.01
FPACA (ug/mL) >100 | >100 | >100 >100 >100

Inhibition of Cell to Cell HIV Transmission: FPACA was evaluated in parallel with

dextran sulfate for the inhibition of virus replication and syncytium forming units

(SFUs) from chronic HIV-1yg infected cells incubated with uninfected CEM-5S




target cells. The results of these assays are summarized in Table 9 and the raw
data from the experiments are presented in Appendix Il. The graphical
representation of these data compares the reduction RT activity and syncytia

formation as compared to untreated control wells.

The dextran sulfate control compound yielded a mean SFU inhibition ECs value
of 0.05 pg/mL (+/- 0.007 pg/mL SD) and a mean RT inhibition ECs, value of 0.08
pg/mL (+/- 0.01 ug/mL SD). FPACA inhibited virus replication as measured by
RT yielding a mean ECsg value of 5.45 pug/mL (+/- 0.64 pg/mL SD) and inhibited
syncytia formation with a mean ECsq value of 6.6 pg/mL (+/- 0.57 ug/mL SD).

Table 9: Inhibition of Cell to Cell HIV Transmission
Compound Syncytia Forming Mean SFU RT ECs Mean RT

Units (SFU)ECsy,  ECs+SD  (ug/mL)  ECs+ SD

(pg/mL) :
Dextran Sulfate 0.05 0.04 | 0.05+/-0.007 {0.09:0.07 | 0.08 +/-0.01
FPACA 7.00 6.20 6.60+/-0.57 {5.00:590} 545 +/-0.64

Time of Drug Addition Evaluations: The virus entry inhibitor PRO2000, fusion

inhibitor T20, and RT inhibitors efavirenz and nevirapine were evaluated in
parallel with FPACA as control compounds when added at various time points
throughout the HIV-1s infection of TZM-bl FcRI cells. Delayed time of drug
addition during the infection defines the stage of the virus replication cycle which
is inhibited by the compound. Similar to the PR0O2000 HIV attachment inhibitor
and T20 HIV fusion inhibitor, FPACA at 50 yg/mL inhibited HIV replication when
added to the target cells up to 2 hours post-infection (Figure 1). The RT
inhibitors efavirenz and nevirapine could be added up to 4 hours post-infection

for inhibition of virus replication.



Figure 1: Compounds Added at Various Times Pre- and Post-Infection
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Combination Therapy Evaluations: FPACA was evaluated in combination with

twenty-three known anti-HIV agents for the inhibition of cytopathic effect in CEM-
SS cells using the IIIB strain of HIV-1. The percent of virus replication inhibition
above expected at each concentration for each twoe-drug combination was
calculated at the 95%, 99% and 99.9% confidence interval. The data obtained at
the 95% confidence value were plotted three dimensicnally. The synergy
volumes for the combinations at the 95% confidence interval of two replicate
assays are summarized in Table 10 and the raw data from the experiments are

presented in Appendix il

Table 10: Calculated Synergy/Antagonism Volumes at The 95% Confidence
Interval For FPACA

FPACA ‘ CEM-SS/HIV-1ys CEM-SS/HIV-1ye Mean
Tested in Assay 1 Assay 2 Synergy
oL ELGGE  Synergy/ Definition Synergy/ Definition Volume |
with: i Antagonism of Antagonism of (HNIZ%) +1- |
| Volume interaction | Volume interaction SD
(UM% (UM*%) .
Enfuviritide | 60.1/-13.2 Slightly 86.4/-14.9 Slightly | 73.3+/-13.2




Synergistic Synergistic
Delavirdine 9.6/-32.5 Additive 51/-18.6 Additive | 7.35+/-2.25
Etravirine 0/-151 Additive 32.9/-27.3 Additive | 184 +/- 164
Efavirenz 13.4/-43.2 Additive 4.9/-75.7 Additive | 9.15 +/-4.25
Nevirapine 0/-14.8 Additive 36.9/-44.2 Additive | 18.5 +/- 185
Zidovudine 16.9/-35.7 Additive 38.59/-0 Additive | 27.7 +/- 10.9
Lamivudine | 46.9/-4.05 Additive 37.1/-44 Additive | 42.0 +/- 4.91
Emtricitabine | 21.6/-9.6 Additive 30.1/-18.5 Additive | 25.9 +/- 4.25
Didanosine 33.5/-7.9 Additive 17.3/-10.5 Additive | 254 +/- 8.10
Tenofovir 9.3/-514 Additive 9.6/0 Additive | 9.45 +/-0.15

Stavudine 177/-55.7 Highly 79.1/-54.7 Slightly

Synergistic Synergistic | 128 +/- 40.1

Abacavir 265/-10.4 Highly 110/-9.6 | Synergistic
Synergistic 187 +/-77.7
Rilpivirine 25.8/-30.2 Additive 6.3/-26.1 Additive | 16.1+/-9.75
Raltegravir 11.1/-27 .1 Additive 19.4/-1.1 Additive 15.3 +/~ 415
Dolutegravir | 43.6/-35.3 Additive 22.7/-13.7 Additive | 33.2+/-10.5
Amprenavir 1.96/0 Additive 46.8/-54.4 Additive | 24.4 +/-22.4
Tipranavir 1.8/-18.5 Additive 0/-35.5 Additive | 0.90 +/- 0.90
Indinavir 8.3/-58.3 Additive 25.6/-45.7 Additive | 17.0 +/- 8.65
Saquinavir 20.6/-40.3 Additive 45.4/-16.1 Additive | 33.0+/-124
Ritonavir 17.1/0 Additive 16.3/-15.1 Additive | 16.7 +/- 0.40
Atazanavir 14.2/-5.74 Additive 35.0/-57.3 Additive | 246 +/-10.4
Nelfinavir 14.4/-8.33 Additive 32.4/-44.5 Additive | 23.4 +/- 9.00
Darunavir 21.5/-62.2 Additive 2.0/-1.3 Additive | 11.8 +/-9.75

Importantly, the combination assays demonstrated that within the concentration
ranges employed in the combination antiviral assays, no evidence of either
antagonism of antiviral activity or synergistic toxicity was observed with any of
the compound combinations, suggesting that FPACA could be safely used with

all approved HIV-1 inhibitors.

FPACA was evaluated in combination with the fusion inhibitor Enfuviritide
(fusion inhibitor) and yielded a slightly synergistic inferaction of cytoprotection

(mean synergy volume of 73.3 yM?% +/- 13.2 uM?*% SD).

FPACA in combination with reverse transcriptase inhibitors yielded additive to
synergistic interactions. FPACA combinations with stavudine or abacavir yielded
the mean synergy volumes of 128 uM?% +/- 49.1 uM*% SD and 187 HM?% +/-
77.7 UM*% SD, respectively. FPACA combinations with delavirdine, etravirine,
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efavirenz, nevirapine, zidovudine, lamivudine, emtricitabine, didanosine, tenofovir

and rilpivirine resulted in an additive interaction from two assay replicates.

In combination with the integrase inhibitors raitegravir and dolutegravir, FPACA

resulted in additive interactions. .
FPACA in combination with protease inhibitors amprenavir, tripanavir, indinavir,
saquinavir, ritonavir, atazanavir, nelfinavir and darunavir resulted in additive

interactions.

In Vitro Cytotoxicity Evaluations - FPACA was evaluated for cytotoxicity by

staining with XTT tetrazolium dye to measure cell viability following three days in
culture with nine cell types. The TCs values calculated from these assays are
summarized in Table 11 and the raw data from the experiments are presented in
Appendix IV.

Staurosporine was evaluated in parallel as a control for PBMCs,
monocyte-macrophages, dendritic cells, hepatocytes and iPS neurons. The TCse
value for staurosporine ranged from 0.04 +/- 0.01 uM SD to 1.05 +/- 0.25 yM SD
in the various primary cells evaluated. AZT was evaluated as a control for
toxicity to bone marrow progenitor cells and yielded a TCsp of 0.52 +/- 0.19 pyM
SD. Doxazosin mesylate and cisplatin were evaluated as a control compound in
iPS cardiomyocytes and RPTEC cells, respectively, and yielded TCsp values of
60.7 +/- 5.09 uM SD and 0.001 +/- 0 uM SD. FPACA was not cytotoxic to the

primary cells evaluated up to a high concentration of 100 pg/mL.

Table 11: In Vitro Cytotoxicity Assays
CellType  Control TC;; MeanTCsy FPACATCs  Mean TCso

+/- SD {ug/mlL.) +/- SD
Unstimulated PBMCs 0.07 | 061 | 0.34+/-0.38 | >100 | >100 | >100 +/- 0
PHA-Stimulated PBMCs | 0.28 | 0.53 | 0.41+/-0.18 | >100 | »100 | >100 +/-0
Monocyte/Macrophages | 0.05 | 0.03 | 0.04 +/-0.01 | >100 } >100 | >100+/-0
Dendritic Cells 025 | 0.30 | 0.28+/-0.04 | >100 | >100 | >100 +/-0
Bone Marrow Progenitor | 0.65 | 0.38 | 0.52 +/-0.19 | >100 | >100 | >100+/-0




Hepatocytes 1.23 | 0.87 { 1.05+/-0.25 | =100 | >100 | >100+/- 0
iPS cardiomyocytes 64.3 | 57.1 | 60.7 +/-509 | >100 | >100 | >100 +/- 0
iIPS neurons 064 { 0.71 | 0.68+/-0.05 | >100 | >100 | >100+/-0
RPTEC kidney 0.001 1 0.001| 0.001+/~0 | >100 | >100 | >100 +/- 0

Macromolecular Synthesis Evaluation - Fresh human PBMCs were treated for

72 hours with six concentrations of FPACA in parallel with the staurosporine
control compound. DNA, RNA and protein synthesis was measured using
tritiated precursor incorporation assays. The TCsg values calculated from these
assays are summarized in Table 12 and the raw data from the experiments are
presented in Appendix IV.

Staurosporine affected DNA, RNA and protein synthesis in PBMCs with
TCsp values of 8, 3 and less than 3 nM, respectively. FPACA did not decrease
DNA synthesis when PBMCs were treated with concentrations up to a high test
concentration of 100 ug/mL, but decreased RNA and protein synthesis similarly

at concentrations above 78.0 and 89.2 pg/mL, respectively.

Table 12: Macromolecular Synthesis Evaluations in PBMCs

Tritium StaurosporineTCs; FPACA TCsp
Incorporation (ug/mL)
Thymidine 0.008 >100.0
Uridine 0.003 78.0
Leucine <0.003 89.2

Evaluation of mechanism of toxicity —FPACA was evaluated for effects on

apoptosis, membrane integrity, cellular proliferation and oxidative stress. The
EDsq values calculated from these assays are summarized in Table 13. The raw
data from the experiments are presented in Appendix IV.

Apoptosis was evaluated in Hel.a cells treated with compounds for three
days. The control compound staurosporine induced apoptosis at concentrations
greater than 0.08 uM (+/- 0.05 uM SD). FPACA did not induce apoptosis at

concentrations up to a high test concentration of 100 ug/ml..



Membrane integrity was evaluated in L929 cells treated with compounds
for three days. The conirol compound tumor necrosis factor-alpha (TNF-a)
reduced membrane integrity at concentrations greater than 0.7 ng/mL (+/- 0.02
ng/mL SD). FPACA did not reduce membrane integrity at concentrations up to a
high test concentration of 100 pg/mL.

Cellular proliferation was evaluated in unstimulated and PHA-P stimulated
PBMCs by BrdU incorporation measured by ELISA. The control compound
doxorubicin and FPACA reduced cell proliferation at concentrations greater than
8.61 UM (+/- 1.2 yM SD) and 19.9 pg/mL (+/- 9.4 pug/mL SD}, respectively.

Oxidative stress was evaluated in Hel.a cells following a one hour
incubation with compounds and was measured by comparing total glutathione to
oxidized glutathione in the supernatant. Menadione was evaluated as a control
compound and induced oxidative stress at concentrations greater than 94.7 yM
(+/- 0.92 uM SD). FPACA did not induce oxidative stress at concentrations up to
a high test concentration of 100 pg/mL.

Table 13: Mechanism of Toxicity Evaluations

Assay Evaluation Control EDs; Mean EDgp FPACA EDsg Mean EDsp -

{(uM/ng/mL) +/- SD {ug/mL) +/- SD
Apoptosis 0.04 | 0.11 | 0.08 +/-0.05 >100 >100 >100 +/- 0
Membrane Integrity 0.07 | 0.04 | 0.06 +/- 0.02 >100 >100 | >100+/-0
Cellular Proliferation | 7.76 | 9.45 | 8.61 +/- 1.20 13.2 265 1 19.0+4/-940
Oxidative Stress 953 | 940 | 94.7 +/-0.92 >100 >100 >100 +/- 0
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In Vitro Antiviral Results For AZT

Assay: HIV-2 Cytoprotection (XTT)} Sponsor: CJSC intelpharm
Concentralion
AZT (py) Media Centrol Plastic Control
Low Low
0.0003 Cell Cell
0.001 T Control T Control
0.003 oxicily Toxicity oxicity Toxicity
0.01 Drug 1 Brug 1 Drug 1 Drug 2 Drug 2 i Drug 2
’ Virus Virus
003 Control . . Control
0.1 High High
Color Contrel Drug 1 (High to Low) Color Controi Drug 2 (High to Low)
Raw Data: AZT (pM)
0.167 0.153 0.154 0.154 0.146 0.165 0.051 0046 | 0047 | 0046 0.045 0.043
1.487 1.459 0.246 0.242 0.294 1.551 1.008
1.280 1.426 0.444 0.518 0.354 1.859 1.340
1.208 1.397 1.528 1.285 1.011 2.225 1.196
1.426 0.214 1.731 1.898 1.649 2.010 0.200
1.279 0.170 1.349 1.383 1.333 1.351 0.203
1.292 0.223 1.348 1.271 1.426 1.428 0.199
0.141 0.141 0.134 0140 0.134 0,131
Virus: HIv-2 Test Date: 02/26/2014 Sponsor: CJSC Intelpharm
Strain: ROD Date Read: 03/04/2014 Principle Investigator: T. Hartman
Cells: CEM-S8 Operator: A Helfrick Project#: 306-01-C2
Reagent: 0.155 AZT 25% 50% 95%
Virus Control: 0.047 TC () >0.1 >0.41 > 01
Cell Control: 1,149 EC (uM) 0.001 0.001 0.003
Differential: 1.103 Therapeutic index (Tl} > 100 > 100 > 333
AZT Antiviral Test Values Cytotoxicity Test Values
% Red. In % Cell Colorimetric
Cong (uM) Mean OD 4507650 Viral CPE Mean OD 450/650 Viabliity Controt
0.0003 0.084 7.58 1.388 110 -0.024
0.001 0.258 23.38 1.431 110 -0.021
0003 1.089 88.71 1.577 110 -0.015
R3] 1.579 110.00 1.584 110 -0.021
0.03 1.167 105,85 1.174 102 -0.014
0.1 1.160 105.23 1.224 107 -0.014
In Vitro Antiviral Resuits For AZT
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Concentration

Assay

In Vitro Antiviral Results For Fullerene PAA
: HIV-2 Cytoprotection (XTT)

Sponsor: CJSC Intelpharm

Fulone Ak ppo] Media Controt Plastic Control
io Low
0.003 Cell w Cell
2.01 Toxici Control T N Control .
03 oxicity oxicily Toxicity oxicity
o1 Drug 1 } brug 1 Drug 1 Drug 2 Drvg 2 Brug 2
Virus Virus
032 Control ) Control
1 High High
Color Conirel Drug 1 (High to Low) Color Contrel Drug 2 (High io Low)
Raw Data Fullerene PAA {pg/imi)
0.167 0.153 0.154 | 0.154 | 0.146 0.155 0.051 0.046 0.047 0.046 0.045 0.043
1.459 1.284 0.220 0.242 0.263 1.008 1.368
1.426 1.826 0.270 0.281 0.300 1.340 1.284
1.397 1.669 0.386 0.429 0348 1,196 1.017
0.214 1,982 0.580 0.453 G.350 0.200 1.259
0.170 1,353 1.369 1.269 1.262 0.203 0.868
0.223 1.365 1.311 1.320 1.239 0.199 1.224
0.135 0.134 0.13% C.135 0.148 0.14%
Virus: HIV-2 Test Date: 02/26/2014 Project #:; 0.000
Strain; ROD Date Read: 03/04/2014 Sponsor: 0.000
Cells: CEM-S85 Operator: A, Helfrick
Reagent: 0.155 Fulterene PAA 25% 50% 95,
Virus Control: 0.047 TC (pgfml} > 1 =1 >4
Celi Control: 1.149 EC {pgiml) 0.09 015 0.3
Differential: 1.103 Therapeutic ndex [T} > 114 >6.67 > 3.33
Fullerene PAA Antiviral Test Values Cytotoxiclty Test Values
Conc % Red. In % Cell Colorimetric
M D 450/650
pgrmp_ " Viral CPE Mean OD 456/650 Viability Control
0.603 0.043 392 1.177 100 -0.008
0.01 0.089 8.08 1.407 100 -0.007
0.03 0.207 18.81 1.308 100 -0.020
0.4 0.279 25.31 1.482 100 -0.018
0.32 1118 100.00 0.892 88 -0.021%
1 1.109 100.00 1.160 100 -0,020
In Vitro Antiviral Results For Fullerene PAA
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In Vitro Antiviral Results For AZT

Assay. HIV-2 Cytoprotection (XTT) Sponsor. CJSC intelpharm
Concemration
AZT (M) Media Control Plastic Controf
Low Low
0.0003 Cel Cell
ggg; T Canirol . Control -
. oxicity Toxicity oxicity oxicity
o0 Drug 1 Drig 1 Drug 1 Drug 2 Prug 2 Drug 2
Virus Virus
0.03 Control X i Control
0.1 High High
Coler Control Drug * {High to Low) Coior Control Drug 2 (High fo Low)
Raw Data: AZT (pM)
0.147 0.133 0.118 0.117 0.120 0.123 0.052 0.052 | 0.052 I 0.053 0.045 0.045
1.786 1.667 0.223 0.261 0.293 1.586 1.668
1.709 1.620 0.285 0.311 0.488 1.839 1.488
1.704 1.576 0770 0.544 1.479 1.846 1.479
1.732 0.270 1.857 1.917 1.618 1537 0.224
1.784 0.251 1.627 1.610 1.653 1.529 0.216
1.772 0.211 1.573 1.531 1.506 1.582 0.212
0,143 0.132 0.117 0.110 0.104 0,118
Virus: HIV-2 Test Date: 02/18/2014 Sponsor: CJSC inteipharm
Strain: ROD x=0.4 Date Read: 02/24/2014 Principle Investigater: T. Hartman
Cells: CEM-S8S Operator: A. Helfrick Project #: 306-01-02
Reagent: 0.126 AZT 25% 50% 95%
Virus Control: 0.104 TG (UM) >0 > 01 > 0.1
Cell Control: 1.459 EC {uM) 0.001 0.003 0.007
Differential: 1.354 Therapeutic ndex (T} > 100 > 33.3 > 14.3
AZT Antiviral Test Values Cytotoxicity Test Values
% Red. in % Cell Colorimetric
M QD 45
Conc (M) jiean OD 4507650 Viral CPE Mean O 450/650 Viabifity Control
0.0003 0.036 2.67 1.573 108 +0,008
0.001 0.153 11.30 1.670 110 -0.023
0.003 0716 52.91 1.665 110 -0.016
.01 1.576 110.00 1.518 104 -0.008
.03 1.384 102.91 1.625 105 0.0086
0.1 1.280 95.24 1.534 105 0.016
In Vitro Antiviral Results For AZT
120 120
110 i ——i 110
o £
100 \ 100
4
w 80 a0
o
© 80- 80
g 9
4 70 - 70 o
= r
=z B0 60
3 0
o o
= 50 50 =
o =
2 A
8 40 - 40 9
r r
® 30 30
20 20
10 - 10
0 - " 0
0.0003 0.001 0.003 0.04 0.03 0.1

Cone (uM)

| —— % Ve —0—%CC!

Anti-Infective Research

il Juest
: Biohoienoes

ImQuest BioSciences Inc,




Concentration

In Vitro Antiviral Results For Fullerene PAA

Assay: HIV-Z Cytoprotection {XTT)

Sponsor: CJSC Intelpharm

Funserene AR i Media Control Plaslic Conirol
|ow Low
0.32 Cell Cell
1 Toxi Control T Contro -
3.16 oxicity axicity Toxicity oxicity
10 Drug 1 Drug 1 Drug 1 Drug 2 Drug 2 7 Drug 2
Virus Virus
316 Control X Control
100 High High
Color Control Drug 1 (High to Low) Color Control Drug 2 (High to Low)
Raw Data Fullerene PAA {pg/mi}
0.147 0.133 0118 | 0417 0120 0.123 0.052 0.052 0.052 0.053 0.045 0.045
1.667 1.661 0.265 1.868 1.562 1.668 1.952
1,620 1.767 1.628 1.684 1,638 1.498 1.686
1.576 1.873 1.902 1.789 1.677 1.479 1.656
0.270 1.788 1.484 1.774 1.5671 0.224 1.553
0.251 1.559 1.625 1.458 1.445 0.216 1.461
0.211 1.191 1.154 1.168 1.080 0.212 1.270
0.277 0.185 0.132 0.121 0.110 0.121
Virus: HIV-2 Test Date: 02/18(2014 Project #: 0.000
Strain: ROD x=04 Date Read: 02/24/2014 Sponsor: 0.000
Cells: CEM-88 Operator; A, Helfrick
Reagent: 0.126 Fullerene PAA 25% 50% 95%
Virus Control: 0.104 TC {pgimi) 64.8 > 100 > 100
Cell Control: 1.459 EC (ug/ml} <0.32 <032 0.8
Difterentiai: 1.354 Therapeutic Index {TI} = 203 > 313 > 120
Fulierene PAA Antiviral Test Values Cytotoxicity Test Values
Conc % Red. In % Cell Colorimetric
b 450/650
T A Viral CPE Wean OD 450/650 Viability Control
0.32 0.936 8815 1.686 100 -0.005
1 1.439 100.00 1.616 100 -0.016
3.16 1.534 100.00 1.544 100 -0.006
10 1.374 100.00 1.539 100 0.006
31.6 1.220 90.09 1.325 91 0.059
100 0.763 55.50 0.954 65 0.150
in Vitro Antiviral Results For Fullerene PAA
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INHIBITION OF CCR5 TROPIC CLADE A HIV-14rw016 IN HUMAN PBMCS

L BioSciences

BY FPA
Raw Data {FPA]
RT VALUES (CPM)
“Tong {ughm) 0 032 - oane - .95 R I
S SAMPLEA 11162 5 12006.0 10856.0 78110 1065.0 554.0 5660
10844.0 13854.0 10438 0 7448.0 3176.0 520.0 4100
13031.5 13677.0 122560 67050 2056.0 386.0 336.0
TOXICITY VALUES (XTT - 0. D. @ 450/650 nm)
B G DAY TR FE i B S IR T T Ik 1) e B S
22185 27368 21703 2.5250 21383 1.7267 1.7505
18423 27282 20890 26461 10028 17973 1.8650
22118 27586 2.3185 2.3703 1.8477 1.4701 1.8427
Virus: HIv-1 Clade: A Technician: Lu Yang Setup Date: 6/25/13
Strain: 92RWQ16 Cells: HUMAN PBMCS PL Tracy Hartman Read Date: 7/2/13
Tropism: CCR5 Project #: 306-01-01 Client: CI5C
Antiviral Compound: FPA
25% 50% 95%
EC (pg/ml) 2.04 4.38 28.3
TC (pg/ml) >100 =100 >100
Therapeutic Index (T} >49.02 »22.83 >3 41
Antiviral Test Values Cytotoxicity Test Values
Mean % Virus Mean OD @ 450/650 % Cell
R . t. Dev.
Cone (baimi) 1 g1y St. Dev Control nm St Dev. | \iabiity
0 11679.3 1181.7896 100.00 2.091 0.2152762%| 100.00
0.32 13812.3 120.05138 118.26 2.742 0.01548398| 131.18
1 11116.7 | 992.69398 95.18 2.193 0.115696361| 104.88
3.16 7321.3 563.77507 62.69 2.480 0.09598866| 118.63
9.69 2085.3 1061.0751 17.94 2.026 0.09960976 96.91
318 480.0 100.17984 4.11 1.831 0.12522497 87.59
100 404.0 85.207362 348 1.821 0.06222812 87.08
INHIBITION OF CCR5 TROPIC CLADE A HIV-145ru016 N HUMAN PBMCS BY FPA
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INHIBITION OF CCR5 TROPIC CLADE A HIV-1g3pwo1s IN HUMAN PBMCS

BY FPA
Raw Data {FPA)
RT VALUES (CPM) _
-+ " Conc (WM - .0 YT TSR Bt TR T 100
SAMPLE ¥ 16829.5 16404.0 15779.0 12776 0 41830 £44.0 514.0
17366 0 16159.0 16377.0 10807 0 3955.0 656.0 4820
20163 0 17575 0 13388.0 10883.0 42950 606.0 470.0
TOXICITY VALUES (XTT - O. D. @ 450/650 nm)
T w1 v 1w 1 es ] s ] e
14995 16678 15607 1.7149 1 3858 15226 1.4133
17400 1.4635 1.5059 1.5080 1.4658 1.3620 1.3354
1.8645 1.4718 1.6633 1.4547 1.2802 1 6807 1.3052
Virus: HIV-1 Clade: A Technician: Lu Yang Setup Date: 10/2/03
Strain: 92RW(16 Cells: HUMAN PBIACS Ph Tracy Hartman Read Date: 10/9/13
Tropism: CCRS Project #: 306-01-02 Client: CisC
Antiviral Compound: FPA
25% 50% 95%
EC (pM) 1.18 427 285
TC (UM} =100 >100 =100
Therapeutic Index (T1) =>84.75 »23.42 >3.51
Antiviral Test Values Cytotoxicity Test Values
Mean % Virus |Mean OD @ 450/650 % Cell
Conc (M) RLU St.Dev. | o ontrol nm St Dev- | viability
0 19136.2 | 1526.54895 100.00 1.701 0.185547 { 100.00
0.32 16845.3 | 984.240994 88.03 1.534 0.115631 80.19
1 14848.0 1280.2738 77.59 1.577 0.079459 82.69
3.16 11486.7 1117.3479 60.03 1.5669 0.137825 91.61
9.99 4144.3 173.266654 21.66 1.377 0.093094 80.95
316 638.7 30.3534732 3.34 1.488 0.113283 87.49
100 488.7 | 22.7449828 2.55 1.383 0.038519 | 81.27
INHIBITION OF CCR5 TROPIC CLADE A HIV-1g,000000 IN HUMAN PBMCS BY FPA
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INHIBITION OF CCR5 TROPIC CLADE A HIV-1g;z016 IN HUMAN PBMCS
BY AZT

Raw Data {AZT)
RT VALUES (CPM)
 Gone {uM) ¢ | opex ] oot oase | oa0t 4 032 K
SAMPLE® 0\ 11625 81160 5361.0 2816.0 1061.0 712.0 434.0
10844.0 9047.0 63320 3325.0 916.0 724.0 436.0
13031.5 81510 5780.0 2876.0 11430 628.0 460.0

TOXICITY VALUES (XTT - O. D. @ 450/650 nm}

T T G YENIen SREPY SR NSt b RS
2.2185 2.8971 2.06561 2.3076 7.7804 20949 1.7505
1.8423 26652 20347 20823 1.7156 2.094% 2.6160
22118 2.5591 1.7708 2.2511 1.7004 1.7756 2.3241
Virus: HIV-1 Clade: A Technician: Lu Yang Setup Date: 6/25/13
Strain: 92RWO016 Celis: HUMAN PBMCS Pl: Tracy Hartman Read Date: 772713
Tropism: CCR5 Project #: 306-01-01 Client: Cisc
Antiviral Compound: AZT
25% 50% 95%
EC {(pM} <(0.00300 0.00993 0.519
TC {uM) >1.0 >1.0 >1.0
Therapeutic Index (T1) »333.33 =100.70 >1.93
Antivira! Test Values Cytotoxicity Test Values
Mean % Virus |Mean OD @ 450/650 % Cell
Conc (1M) RLU St.Dev. | ¢ ontrof nm St Dev- | yiabitity
0 11679.3 | 1181.78957 100.00 2.091 0215276 | 100.00
0.003 8437.7 528.00505 72.24 2.707 0.172858 | 12947
0.01 58243 | 4B7.015742 49.87 1.956 0.16114 93.54
0.032 30057 | 278.173207 25.73 2.214 0117222 | 106.87
0.101 1040.0 | 114947814 8.90 1.732 0.042485 82.84
0.32 688.0 52.3067873 5.89 1.088 0.184348 85.10
1 443.3 14.4683563 3.80 2.230 0.440342 | 106.66

INHIBITION OF CCRS TROPIC CLADE A HIV-1y;01016IN HUMAN PBMCS BY AZT
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INHIBITION OF CCR5 TROPIC CLADE A HIV-145aw016 IN HUMAN PBMCS

BY AZT

Raw Data (AZT)

RT VALUES (CPM)
T 00001 - §  BOO0Y 0.003 Clpet 0.032 0.
CisampLEn | 198pus 12568,0 13660 0 52490 8341.0 44600 2181.0
17386.0 155650 12643.0 110560 £937.0 3679.0 1681.0
201930 16234.0 11707 0 9727 0 B176.0 D170 20270
TOXICITY VALUES {XTT- 0. D. @ 450/650 nm}
T eAmPEr e dC oooss - . oooas ] ooeess ] eos ] eess ] ciwa T
1,4995 2,457 18227 2 0266 21200 1.6959 19052
i 7400 206955 5 8188 18447 1.6053 1.8443 1,816
1 8645 20011 24721 17785 1.7083 1.6364 1.7067
Virus: HIV-1 Clade: A Technician: LuYang Setup Date: 10/2/03
Strain: 82RWD016 Cells: HUMAN PBM(S Pl Tracy Hartman Read Date: 10/8/13
Tropism: CCRS Project #: 306-01-02 Client: CisC
Antiviral Compound: AZT
25% 50% 95%
EC {pV) 3.19E-04 0.00362 =01
TC (pM) >0.1 >0.1 >0.1
Therapeutic Index (Tt) >313.48 =27.62 I
Antiviral Test Values Cytotoxicity Test Values
Mean % Virus |Mean OD @ 450/650 % Cell
Conc (M) RLU StDeve | control nm St Dev. | \iability
0 19136.2 | 1526.54695 100.00 1.701 0.185547 | 100.00
0.0603 144517 | 1650.01646 75.62 2.085 0.078573 | 12253
0.600¢ 12670.0 | 976.779914 66.21 1.938 0.202861 113.91
0.003 10011.7 | @37.977256 52.32 1.883 0.1284688 { 110.70
0.01 7151.3 1098.20884 37.37 1.878 0.215229{ 110.38
0.032 4058.7 | 402.122287 21.21 1.743 0.13487 102.42
0.1 21297 130.787359 1113 1.817 0.107753 | 106.80
INHIBITION OF CCRS TROPIC GLADE A HIV-1g50u01s IN HUMAN PBMCS BY AZT
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INHIBITION OF R5X4 TROPIC CLADE A HIV-1g,5u000 IN HUMAN PBMCS

BY FPA

Raw Data (FPA)

RT VALUES {CPM)
=TT e T T T T e YRS ENws Barre
10713 & 8208.0 5247.0 31280 3000 166.0 1280
127680 7138.0 G583.0 1691.0 G71.0 172.0 126.0
1247 5 B466.0 6521.0 2425.0 436.0 178.0 1320
TOXICITY VALUES (XTT - C. D. @ 450/650 nm)
g oo T ade o e T s ham0
1.4985 1.6678 1.5607 1.7148 1.3858 1.5226 14133
1.7400 1.4635 1.5069 1.5060 1.4658 1.3620 1.3384
1.8845 14718 1.6633 1.4847 1.2802 1.5807 13952
Virus: Hiv-1 Clade: A Technician: Lu Yang Setup Date: 10/8/13
Strain: 92RW00S Cells: HUMAN PBIMICS PE Tracy Hartman Read Date: 10/15/13
Tropism: RSX4 Project #: 306-01-02 Client: CIsC
Antiviral Compound: FPA
25% 50% 95%
EC (uM) <0.32000 1.16 9.41
TC (M) >100 =100 =100
Therapeutic Index {T1} =312.50 >86.96 =10.63
Antiviral Test Values Cytotoxicity Test Values
Mean % Virus |Mean OD @ 450/650 % Cell
Conc (uM) RLU St.Dev. | ontrof nm St Dev. | \iability
0 11686.3 | 1082.7701 100.00 1.701 0.185547 | 100.00
0.32 7270.0 | 877.478205 62.75 1.534 0.115631 90.19
1 6250.3 | 885.194517 53.95 1.677 0.079459 92.69
3.16 2586.3 | 782.458519 22.32 1.559 0.137825 81.61
9.99 469.0 187.688572 4.05 1.377 0.093084 80.95
3186 172.0 6 1.48 1.488 0.113283 87.49
100 128.0 3.46410162 1,10 1.383 0.038519 81.27
INHIBITION OF R5X4 TROPIC GLADE A HIV-1pp00s IN HUMAN PBMCS BY FPA
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INHIBITION OF R5X4 TROPIC CLADE A HIV-14pu000 IN HUMAN PBMC'S

BY FPA

Raw Data (FPA)

PERCENT OF VIRUS CONTROL

o Q.01

Infectious Disease Research

INHIBITION OF R5X4 TROPIC CLADE A HIV-Tg;005 1N HUMAN PBMC'S BY FPA

£.032

0.101

CONCENTRATION (pg/m)

R e

 RioScience

316

5

38

100

—— % NC

TTOMLNOD 11335 40 NI 4

—D— % CC

Initial/Date

L ligone it | . TR R RUETI IR I R R Y T 346 | e e
CSAMPLEA ] 70000 8636.0 4076 0 14560.0 3993.0 6670.0 106560 7140 634.0 4400
16336 5 59190 15598 0 4474.0 44084.0 §147.0 9359.0 5701.0 4850 470.0
10899.5 19531.0 5615.0 £658.0 27565.0 16707.0 3170.0 566.0 4652.0 448.0
TOXICITY VALUES {XTT - 0. D. @ 450/650 nm)
sz 0 Ag ' a2 1
2,441 2,007 1742 1769 1,783 1.231 1,363 1766
298¢ 2607 1876 1.612 2.470 2120 1,965 2 131 1644 2639
2.202 2 168 1852 2.201 2.047 1.605 1677 1.539 2,082 2.054
Virus: HIv-1 Clade: A Technician: Ly Yang Setup Date: 6/10/14
Strain: 92RW009 Cells: HURAN PEAC'S Pl Tracy Hartman Read Date: 6/17/14
Tropism: REX4 Project #: 306 Client: CIsc
Test Compound: FPA
25% 50% 95%
EC (uM) <0.¢100 3.18 27.7
TC () 1.54 =100 >100
Therapeutic Index {T1) >154.00 >31.45 >3.61
Antiviral Test Values Cytotoxicity Test Vaiues
Conc | Mean RT % Virus Mean OD @ 450/650 % Celt
moiml) | Activity | S P® | Controt nm St Devo | vianility
0 15412.7 38651 100.00 2.267 0.152 100.00
0.1 8029.3 3053.8 52.10 2.267 0.302 99,99
0.032 8430.7 6254 .4 54.70 1.834 0.080 80.89
0.101 92437 5064 .6 59.97 1.971 0.208 85.91
0.32 25207.3 20139.3 163.55 2.100 0.347 92.62
1 11841.3 5951.6 76.83 1.722 0.455 75.94
3.16 77290 4001.3 50.15 1.665 0.306 73.43
9.99 2661.0 34985 17.27 1.888 0.310 83.28
316 528.0 Q2.7 3,43 1.871 0.266 82.50
100 4527 155 294 1.954 0.161 85.17




INHIBITION OF R5X4 TROPIC CLADE A HIV-1g5pu000 IN HUMAN PBMCS

BY AZT

Raw Data (AZT)

RT VALUES (CPM)
- 0,003 - Com. ] o082 " 8409 g3z kD
10713.5 8566 0 4032.0 11860 465.0 302 0 1526
12768.0 7257.0 4817.0 2338.0 336.0 3000 286.0
11247.5 7940.0 3477.0 3433.0 4500 290.0 1520
TOXICITY VALUES {(XTT - O. D._@ 450/650 nm)
g T oooa. X eet ] ez 1 owgor | esp i
14595 2.1571 1 .8227 2 0266 2.1200 1.6959 19262
1.7400 2 055 1.8188 1.8447 1.8053 1.8943 1,815
1 8645 20011 2.4721 17786 1.7083 1.6364 1.7097
Virus: HIV-1 Clade: A Technician: Lu Yang Setup Date: 10/8/13
Strain: 92RWO009 Cells: RUMAN PBIVCS Pl Tracy Hartman Read Date: 10/15/13
Tropism: R5X4 Project #: 306-01-02 Client: cIsc
Antiviral Compound: AZT
25% 50% 95%
EC (pM) <0.00300 0.00613 0.0918
TC (uM} >1.0 >1.0 >1.0
Therapeutic index (T1) >333.33 =163.13 >10.89
Antiviral Test Values Cytotoxicity Test Values
Mean % Virus |Mean OD @ 450/650 % Cell
Cone (M) RLU St.Dev. | control nm St Dev. | iability
0 11586.3 1082.7701 100.00 1.701 0.185547 | 100.00
0.063 82477 1194.59379 71.18 2.085 0.078573 | 122.53
0.01 41087 673.281764 35.46 1.938 0.202861 113.91
0.032 2320.0 1122.10828 20.02 1.883 0.128468 | 110.70
0.101 420.7 73.3848304 3.83 1.878 0.215229 1 110.38
0.32 2973 6.42910051 2.57 1.743 {13487 102.42
1 2033 57 8388566 1.76 1.817 0.107753 | 106.80
INHIBITION OF R5X4 TROPIC CLADE A HIV-1gnu00: IN HUMAN PBMCS BY AZT
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INHIBITION OF R5X4 TROPIC CLADE A HIV-1g,0w000 IN HUMAN PBMC'S
BY AZT

Raw Data [AZT)

RT Activity (CPM}
o £.0009 ' 0.0003 T poons - - 0083 .| . o801 Tpgsz o} nant 02 '1
17002 ¢ G242.0 110EG.0 48540 5112.0 282C.0 G540 438.0 GO03.0 020
183365 57420 2G16.0 21501.0 18950 1217 .Q 1193.0 530.0 520.0 504 0
108095 13814.Q 17263.0 5625.0 &561.0 1137.0 12640 1476.0 485.0 664.0
TOXICITY VALUES (XTT - O. D. @ 450/650 nm
PEERETTEE e R TN N T e
2.441 2,336 2625 2661 2812 2.6¢3 1.871 2 23E
2.155 1.767 2325 2.024 3618 2453 2638 2180
2.203 2.867 2207 2185 3.036 2.344 2297 283
Virus: HIv-1 Clade: A Technician: Lu Yang Setup Date: 6/10/14
Strain: 92RWO00Y Cells: HUM AR PRAMCS PI: Tracy Hartman Read Date: 617114
Tropism: R5X4 Project ff: 306 Client: CISC
Test Compound: AZT
25% 50% 95%
EC (uM) <0,0001 0.00173 0.122
TC (uM) >1.0 =1.0 >1.0
Therapeutic Index (T} >10000.00 >578.03 »8.20
Antiviral Test Values Cytotoxicity Test Vaiues
Conc | Mean RT % Virus Mean OD @ 450/650 % Cell
. Dev. . Dev. L
{pa/mb | Activity St. Dev Control nm St. Dev Viability
0 15412.7 3965.1 100.00 2.267 0.152 100.00
0.0001 8589.3 4522 9 55.79 2.230 0.400 98.35
0.0003 | 103317 7367.5 67.03 2.9186 0.616 128.60
0.0009 | 10683.3 Q377.8 68.32 2.484 0.387 109.56
0.003 5189.3 3333.7 33.67 2.290 0.331 101.0%
0.01 1660.0 837.5 10.77 3.155 0.416 139.15
0.032 1048.7 3459 6.80 2.397 0.274 105.70
0.101 8157 576.3 5.29 2.269 (.385 100.07
0.32 540.7 57.8 3.51 2.416 0.360 106.56
1 536.7 58.3 3.48 2.645 0.637 116.65
INHIBITION OF REX4 TROPIC CLADE A HIV-1g,un000 IN HUMAN PBMC'S BY AZT
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INHIBITION OF CXCR4 TROPIC CLADE A HIV-1g,,6020 IN HUMAN PBMCS

BY FPA

Raw Data (FPA]

RT VALUES (CPN)

6017 .0

182.0 140.0

3434.0

166.0 138.0

50270

176.0 162.0

TOXICITY VALUES (XTT - O. D. @ 450/650 nm)

1.4995 ' 6678 1.5607 17149 1.3858 i 5225 14153
1.7400 1.4635 1.5069 1.5060 1.4658 1.3620 13394
1.8545 1.4718 1.6633 1,4547 1.2802 15807 1.3952
Virus: Hiv-1 Clade: A Technician: L Yang Setup Date: 10/23/13
Strain: 92UGD29 Cells: HUMAN PBMCS Pk Tracy Hartman Read Date: 10/30/13
Tropism: CXCR4 Project #: 306-0G1-02 Client: CISC
Antiviral Compound: FPA
25% 50% 95%
EC (M) <(0.32000 1.50 3.04
TC (pM) =100 =100 =100
Therapeutic Index (T} >312.50 >66.67 >32.89
Antiviral Test Values Cytotoxicity Test Vaiues
Mean % Virus |Mean OD @ 450/650 % Cell
Conc (M) RLU St.Dev. | ¢ ontrol nm St Dev- | yiaility
0 6774.3 1309.82006 100.00 1.701 0.185547 § 100.0C
0.32 4585.0 2363.93549 67.74 1.534 0.115631 90.19
1 5126.0 1466.0058 75.67 1.577 0.079459 92.69
3.18 174.7 8.08280377 2.58 1.559 0.137825 91.61
0.89 143.3 757187779 2.12 1.377 0.093094 80.95
318 116.0 18 1.71 1.488 0.113283 87.49
100 126.0 17.4355958 1.86 1.383 0.038519 81.27
INHIBITION OF GXGR4 TROPIC CLADE A HIV-1gy,0020 IN HUMAN PBMCS BY FPA
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INHIBITION OF CXCR4 TROPIC CLADE A HIV-14; 6020 IN HUMAN PBMC'S

BY FPA

Raw Data [FPA)

RT Activity (CPM
CGopetugioll 1. 0 | 001 R T T I T T TR S DT T AT
APLE L. 186515 107750 16565.0 15623.0 10534 0 11534.0 5065.0 308.0 300.0 266.0
20667 .0 17917.0 14702 0 18716.0 15466.0 T662.0 48500 342.0 242.0 330.0
22662.5 13342.0 13071.0 15988.0 22036.0 10437 .0 1591.0 274.0 284.0 308.0
TOXICETY VALUES {(XTT-0.D. @ 450/650 nm)
Forper DA e T e 0; 31 b
2.027 1742 1 755 1763 3162 1.093 1 576 1768
2607 1879 1912 2470 5,665 2.131 1644 2.039
2168 1882 2,201 2,047 1677 1539 2,082 2.054
Virus: Hiv-1 Clade; A Technician: L Yang Setup Date: 6/10/14
Strain: 920UG029 Cells: HUMAN PBMC'S Pi: Tracy Hartman Read Date: 6/17/14
Tropism: CXCR4 Project #: 306 Client: CISC
Test Compound: FPA
25% 50% 95%
EC {(uM) 0.0310 (.928 8.83
TC {uM) 1.54 >100 >100
Therapeutic index (T}) 49.68 >107.64 >11.72
Antiviral Test Values Cytotoxicity Test Values
Conc | Mean RT % Virus Mean OD @ 450/650 % Cell
wgiml) | Activity | SEP® | Control n% St DoV | yianitity
0 20893.7 2061.0 100.00 2.267 0.152 100.00
0.01 17011.3 3310.7 82.21 2.267 0.302 89.99
0.032 15479.7 2877.4 74.80 1.834 0.080 80.89
G101 16842.3 1624.7 81.39 1.971 0.208 86.91
0.32 16112.0 5628.9 77.86 2.100 0.347 82.62
1 9951.0 1873.8 48.08 1.722 0.455 75.84
3.16 55986.3 4031.8 27.04 1.665 0.308 73.43
989 308.0 34.0 1.49 1.888 0.310 83.26
316 2753 30.0 1.33 1.871 0.266 82.50
100 311.3 17.2 1.50 1.954 0.181 86.17

PERCENT OF VIRUS CONTROL

[0Ks5]

Infectious Disease Research

INHIBITION OF CXCR4 TROPIC CLADE A HIV-1g;0000 IN HUMAN PBMC'S BY FPA
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INHIBITION OF CXCR4 TROPIC CLADE A HIV-14,6020 IN HUMAN PBMCS

BY AZT

Raw Data (AZT)

RT VALUES (CPM)

73268 4448.0 28770 900.0 164.0 1720
5278.0 4354.0 3438.0 352.0 16B.0 1520
7718.5 7516.0 4610.0 520.0 162.0 1420

TOXICITY VALUES (XT7 - 0.

D. @ 450/650 nm}

21571 1 6227 20266 21200 1.6959 1.8252
2.0955 1.8188 1.8447 1.80563 18543 1.8161
2.0011% 21724 17785 1.7083 1.6364 1.7097
Virus: HIv-1 Clade: A Technician: Lu Yang Setup Date: 16/23/13
Strain: 9206025 Cels: HUMAN PBIMCS Pl: Tracy Hartman Read Date: 10/30/13
Tropism: CXCR4 Project #: 306-01-02 Client: cisc
Antiviral Compound: AZT
25% 50% 95%
EC {pM) 0.00375 0.01086 0.199
TC {uM) =1.0 >1.0 >1.0
Therapeutic Index (Th >266.67 >04.34 >5.03
Antiviral Test Values Cytotoxicity Test Values
Mean % Virus |Mean OD @ 450/650 % Cell
Conc (pVM) RLU St. Dev. Control hm 8t. Dev. Viability
4] 6774.3 1309.82006 100.00 1.701 0.185547 i 100.00
0.003 5439.7 1708.78468 80.30 2.085 0.078573 1 122.53
0.01 3508.7 1068.20519 51.79 1.938 0.202861 | 113.91
0.032 878.7 478.334959 12.97 1.883 0.128468 1 110.70
0.101 590.7 280.751373 8.72 1.878 0.215229 1 110.38
0.3z 161.3 8.326664 2.38 1.743 0.13487 102.42
1 155.3 152752523 2.29 1.817 0.107753 | 106.80
INHIBITION OF CXCR4 TROPIC CLADE A HIV-15,,50,0 IN HUMAN PBMCS BY AZT
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BY AZT

Raw Data [AZT)

INHIBITION OF CXCR4 TROPIC CLADE A HIV-1g,,620 IN HUMAN PBMC'S

RY Activity (CPM)

Cigone it ] 0 abaor | . poges | cpooee - o] oo eom3 o ] et o 0032 vf o agpt i
SAMPIES - 185515 146910 175650 16585 0 12886.0 77520 1507.0 532.0 526 0 326.0
208670 170380 15735.0 146800 12197 .0 §602.0 26700 508 0 332.0 270.0
226625 29§22 0 18622 0 16294 0 17977.0 15562 0 2908.0 6380 534.0 3920
TOXICITY VALY
i T T T 0.0 Dbz D010 0E2 L
7441 2336 3.344 2.855 2601 2.E12 2683 1871 2.558 2328
2159 1.757 3,194 2.328 2.024 2618 2153 2.63G 2,180 3378
2203 2,567 2210 2,202 2,465 3026 2,344 2,207 2,631 2,220
Virus: Hiv-1 Clade: A Technician: LuYang Setup Date: 6/10/14
Strain: 5206029 Cells: HUMAN FBMC'S Pi: Tracy Hartman Read Date: 6/17/14
Tropism: CXCR4 Project #: 306 Client: CisC
Test Compound: AZT
25% 50% 95%
EC (1MW) 0.00172 0.0104 0.0765
TC (M) >1.0 =1.0 >1.0
Therapeutic Index {T}) »581.40 »96.15 >13.07
Antiviral Test Values Cytotoxicity Test Values
Conc | Mean RT % Virus | Mean OD @ 450/650 % Cell
wgimly | Activity | S P 1 Gontrof nm St Dev. | yiability
0 20693.7 2061.0 100.00 2.267 0.162 100.00
0.0001 18284.0 4061.2 88.38 2.230 0.400 98.35
0.0003 | 17314.0 1462.5 83.67 2918 0.616 128.60
0.0009 | 16886.3 2313.6 81.60 2.484 0.387 109.56
0.003 14353.0 3157.3 62.36 2.290 0.331 101.01
0.01 10638.7 4284.9 51.41 3.155 0.418 139.15
0.032 2428.3 798.1 11.73 2.397 0.274 105.70
0.101 585.3 53.5 2.85 2.268 0.385 100.67
0.32 464.0 114.4 2.24 2418 0.360 106.58
1 330.0 61.0 1.59 2.645 0.637 116.65
INHIBITION OF GXCR4 TROFIC CLADE A HiV-1g,005 IN HUMAN PBMC'S BY AZT
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INHIBITION OF CCR5 TROPIC CLADE B HiV-14,,57,7 IN HUMAN PBMCS

BY FPA
Raw Data (FPA)
_ RT VALUES {CPM)
6876.0 6913 0 842 G 3356.0 946.0 B854.0 196.0
4602.5 5955.0 7890.0 1951.0 1807.0 1621.0 2200
10984.0 11102.0 7207 0 2396.0 786.0 274.0 472.0

TOXICITY VALUES (XTT - O. D. @ 450/650

i3 {0 e | ese i iais cog o ane
1.6678 1.5607 1.7140 1.2858 15276 1.4133
§.4635 1.5089 1 5060 14658 1.3620 1.2394
14718 1.6633 1 4547 1.2802 1.5807 1.3952
Virus: Hiv-1 Clade: B Technician: Lu Yang Setup Date: 10/23/13
Strain: 9205727 Cells: HUMAN PBMCS PI: Tracy Hartman Read Date: 10/30/13
Tropism: CCR5 Project #: 306-01-02 Client: CisC
Antiviral Compound: FPA
25% 50% 95%
EC (pM) 1.71 2.49 73.9
TC (pM) >100 =100 =100
Therapeutic Index (T1) >58.48 >40.16 =1.35
Antiviral Test Values Cytotoxicity Test Values
Mean % Virus }Mean OD @ 450/650 % Cell
Conc (M) RLU St.Dev. | ¢ontrol nm St Dev. | yiabitity
0 7520.8 3225.44851 100.00 1.701 0.185547 | 100.0C
0.32 79900 | 2737.30689 106.24 1.534 0.115631 80.19
1 8313.0 1367.48053 110.53 1.577 0.072459 92.69
3.16 2567.7 718.058726 34.14 1.559 0.137825 91.61
9.99 1183.0 [ 545.579508 16.73 1.377 0.093094 80.95
31.6 883.0 624.005609 11.74 1.488 0.113283 87.49
100 198.0 24 2.61 1.383 0.038519 81.27
INHIBITION OF CCR5 TROPIC CLADE B HIV-155,57,; IN HUMAN PBMCS BY FPA
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INHIBITION OF CCR5 TROPIC CLADE B HIV-14,c7,; IN HUMAN PBMC'S

BY FPA

Raw Data {FPA)

RT Activity {CPM

Infecticus Disease Research

iﬁ ImQuest
BioScienes

Initial/Date

CConcipately - 0 b.0% 0,032 I T I R TR T 100
LUTSAMPLES 7ol 16318 5 294450 S5735.0 17263.0 44803.0 13836.0 172610 5051.0 5359.0 6240
217725 21625.0 16071.0 25334.0 38417.0 36261.0 11027.0 6065 0 56870 1663.0
367215 187200 37080.0 35145.0 268184.0 304660 276750 125000 2546.0 890.0
TOXICITY VA @ 450/650 nm)
g LR e ] e LR 3.6 e & 00
2441 2.027 1747 1758 1231 1.353 1.695 1576 1.769
2155 2607 1678 1§12 2130 1.868 2131 1,944 2038
2503 2.168 1862 2201 1,605 1.677 1.539 2.082 2.054
Virus: Hiv-1 Clade; B Technician: tu Yang Setup Date: 6/10/14
Strain: 9205727 Cells: HUMAN PBMC'S Pi: Tracy Hartman Read Date: 6/17/14
Tropism: CCRS Project #: 306 Ciient: CI5C
Test Compound: FPA
25% 50% 95%
EC {uM) 3.14 712 97.1
TC (UMW) 1.54 »100 >100
Therapeutic Index (Tl) 0.49 >14.04 >1.03
Antiviral Test Values Cytotoxicity Test Values
Conc Mean RT % Virus Mean OD @ 450/650 % Cell
(pgimi) | Activity St. Dev. Controt n% St Dev. Viability
0 24937.5 10563.3 100.00 2.267 0.152 10G.00
0.01 232633 5547.0 83.29 2.267 0.302 99.99
0.032 30862.0 10299.4 124 .16 1.834 0.080 80.89
0.101 25914.0 8955.1 103.92 1.971 0.208 86.91
0.32 37168.0 8426.2 149.04 2.100 0.347 92.62
1 26901.7 11584.7 107.88 1.722 0.455 75.94
3.16 18661.0 840%.4 74.83 1.665 0.306 73.43
9.9% 9880.0 2319.4 38.62 1.888 0.310 83.26
31.6 4587.3 1785.3 18.40 1.871 0.266 82.50
100 1159.0 708.9 4.65 1.954 0.181 86.17
INHIBITION OF CCRS TROPIC CLADE B HIV-14y5;,; IN HUMAN PBMC'S BY FPA
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INHIBITION OF CCR5 TROPIC CLADE B HIV-14,,57,; IN HUMAN PBMCS
BY AZT

Raw Data (AZT}
RT VALUES (CPM}

"0 4 opoa ] oom L oosz i vetss | Uiasp o
6876.0 2694 0 716.0 2320 84.0 124.0 160.0
4602 5 £503.0 806.0 166.0 158.0 104.06 128.0
10984.0 30080 §67.0 165.0 1220 1300 136.0

TOXACITY VALUES {(XT7 - 0. D. @ 4501’650 nm)

oo o1 ] opse .
1.4885 21571 1.8227 2.0266 2.1200 1.8252
1.7400 2.0855 15188 1.8447 1.8053 1.8943 1.8161
1.8845 2.0011 2172 17785 1.7083 1.8364 1.7087
Virus: Hiv-1 Clade: B Technician: Lu Yang Setup Date: 10/23/13
Strain: 9205727 Cells: HUMAN PBMCS [ H Tracy Hartman Read Date: 10/30/13
Tropism: CCRS Project #: 306-01-02 Client: CisC
Antiviral Compound: AZT
25% 50% 95%
EC (uM) <0.00300 <0.00300 0.0224
TC (uM) =1.0 =1.0 >1.0
Therapeutic Index (Tl) »333.33 =333.33 >44 64
Antiviral Test Values Cytotoxicity Test Values
Mean % Virus | Mean OD @ 450/650 % Cell
Cone (UM) RLU St.Dev. | &ontrol nm St Dev. | viability
0 7520.8 i 3225.44851 100.00 1.701 0.185547 | 100.00
0.003 3735.0 1538.16114 49.66 2.085 0.078573 | 122.53
0.01 803.0 85.5394646 10.68 1.938 0.202861 113.91
0.032 188.0 38.1051178 2.50 1.883 0.128468 | 110.70
0.101 124.7 32.0832251 1.66 1.878 0.215229 | 110.38
0.32 112.3 13.6137186 1.59 1.743 0.13487 102.42
1 121.3 18.9032625 1.61% 1.817 0.107753 106.80
INHIBITION OF CCRS TROPIC CLADE B HIV-lg,5,,, IN HUMAN PBMCS BY AZT
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BY AZT

Raw Data {AZT)

INHIBITION OF CCR5 TROPIC CLADE B HIV-1g,ys,; IN HUMAN PBMC'S

RT Activity (CPM)
" Tona qu R R 000t | 00003 Y R e T T R e R T 032 3
S AMPLER 163165 167650 55137.0 67860 5072.0 22000 1637.0 V180 504.0 414.0
21772.5 14155.0 L856.0 7502.0 £596.0 2522 0 991 0 710.0 455.0 3400
V5 342100 414930 21028.0 116760 9770 722.0 502.0 382.0 JEGO
TOXICITY VALUES (XT7 - O, D. @ 450/650 nm
T i Kty oo Mooy B ovE ; = :
2.441 2 336 3.244 2,025 2661 2812 2693 1.671 2238 7 338
2155 1.787 3,194 2328 2.024 23.618 21563 2.63% 2180 3,378
2203 2.567 2210 2202 2185 2.036 2.344 2267 2 831 2220
Virus: HIv-1 Clade: B Technician: Lu Yang Setup Date: 6/10/14
Strain: Q215727 Cells: HUMAN PEMC'S Pl: Tracy Hertman Read Date: 6/17/14
Tropism CCRS Project #: 306 Client: CIsC
Test Compound: AZT
25% 50% 95%
EC (uM) 5.58E-04 8§.98E-04 0.0282
TC (pM) >1.0 1.0 >1.0
Therapeutic Index (T} >1792.11 >1113.59 >35.46
Antiviral Test Vaiues Cytotoxicity Test Values
Conc | Mean RT % Virus Mean OD @ 450/650 % Cell
St. Dev. St. Dev. NI
{pa/ml)y | Activity ev Controt nm Viability
0 249375 10563.3 100.00 2.267 0.182 100.00
0.0001 | 22716.7 10343.9 91.09 2.230 0.400 08.35
0.0003 | 26828.7 18637.2 107.58 2.916 0.816 128.60
0.0008 | 12438.7 7466.2 49.88 2.484 0.387 109.56
0.003 8448.0 3304.5 33.88 2.280 0.331 101.01
0.01 2299.7 286.0 9.22 3.155 0.416 139.15
0.032 1116.7 4703 4.48 2.397 0.274 105.70
0.101 643.3 122.5 2.58 2.26% 0.385 100.07
0.32 4847 108.5 1.64 2.416 0.360 106.56
1 380.0 37.4 1.52 2.645 0.837 116.65
INHIBITION OF CCRS TROPIC GLADE B HIV-14,5757 IN HUMAN PBMC'S BY AZT
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INHIBITION OF R5X4 TROPIC CLADE B HIV-1g5,7594 IN HUMAN PBMCS
BY FPA

Raw Data (FPA)

RT VALUES {CPM)
RS B e B BB ] omE . atg 100
17007 5 14727 .0 131740 60O 0 54350 174.0 170.0
17688.5 137570 11270.0 T80 70520 204.0 2080
17577.0 17H76.0 11438.0 GEE0.0 7012.0 246.0 2000
TOXICITY VALUES (XTT - Q. D. @ 450/650 nm) .
e ] obaz o Lot L osas o] ieme e aae
1.4995 1.6078 456067 1.7148 1.3858 1.52268 14133
1.7400 14635 1 5089 1.5060 14858 1.3620 13384
1.8645 14718 1.6833 1.4547 1.2802 1.5807 1.3852
Virus: HIV-1 Ciade: B Technician: Lu Yang Setup Date: 10/8/13
Strain: 92HT5%4 Cells: HUMAN PBRCS PL Tracy Hartman Read Date: 10/15/33
Tropism: R5X4 Project #: 306-01-02 Client: CJsC
Antiviral Compound: FPA
25% 50% 95%
EC (pM} £.690 245 28.0
TC {2M) =100 =100 >100
Therapeutic Index (T} >144.93  =>40.82 >3.57
Antiviral Test Values Cytotoxicity Test Values
Mean °% Virus |[Mean OD @ 450/650 % Cell
Conc (uM) RLU St.Dev. | ¢ ontrol nm St Dev. | iability
0 174243 | 365.267824 100.00 1.701 0.185547 | 100.00
0.32 15353.3 | 1985.04668 88.11 1.534 0.115631 90.19
1 11962.3 | 1057.00725 68.65 1.577 0.079459 92.69
3.16 7797.7 1744.33091 4475 1.559 0.137825 91.61
9.59 6501.0 | 919.936411 37.31 1.377 0.093094 80.95
31.6 208.0 36.1662826 1.19 1.488 0.113283 87.49
100 192.7 20.0333056 1.11 1.383 0.038519 81.27
INHIBITION OF R5%4 TROPIC CLADE B HIV-155,750. IN HUMAN PBMCS BY FPA
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INHIBITION OF R5X4 TROPIC CLADE B HIV-145)1s04 IN HUMAN PBMC'S

BY FPA

Raw Data {FPA)

RT Activity {CPM
" Gong fugimi) . F 0 G -] 0@t ) . G682 L 0,503, Cipages oo T e e eee L ane ] e
S sAR I 150240 5956 0 280710 336690 253050 320150 160110 G605 0 628.0 604.0
32034.0 155990 218400 16022 0 18032.0 15997 .0 19769 0 10830 556.0 6050
16163.0 210150 550400 35356.0 247730 20524.0 17950 a71.0 572.0 610.0
@ 450/650 nm}
2444 2.027 1742 1760 1782 1251 1.35% 1.683 1576 1766
2158 2.807 1.67¢ 1,812 2470 2430 1.865 Z131 18464 2039
2.20% 2166 1,867 2.201 2047 1808 1,677 1539 2,092 2,054
Virus! HIV-1 Clade: B Technician: Lu Yang Setup Date: 65/10/14
Strain: 92HT594 Cells: HUBMAN PRIMC'S Pl: Tracy Hartman Read Dote: 6/17/14
Tropism: R5X4 Project #: 306 Client: CJsC
Test Compound: FPA
25% 50% 95%
EC (pWh) 2.33 3.85 246
TC {M) 1.54 >100 =100
Therapeutic Index (T} 0.66 >25.97 >4 07
Antiviral Test Values Cytotoxicity Test Values
Conc Mean RT % Virus Mean OD @ 450/650 % Cell
(wgim) | Activity | St P8 | contro! nm St Dev. | viability
0 21740.3 80517 100.G0 2.267 0.1582 100.00
0.01% 25657.3 8935.1 118.02 2.267 0.302 94.99
0.032 35186.7 18274.8 161.85 1.834 0.080 80.89
0.101 29416.3 90325 135.31 1.971 0.268 86.91
0.32 229803.3 4256.5 105.35 2.10C 0.347 92.62
1 268453 6810.0 123.48 1.722 0.455 75.94
3.16 12525.0 9480.5 57.61 1.665 0.306 73.43
9.95 2886.3 32208 13.28 1.888 0.310 83.26
3186 585.3 37.8 2.69 1.871 0.266 82.50
100 807.3 3.1 2.79 1.954 0.181 86.17
INHIBITION OF R5X4 TROPIC CLADE B HIV-1g57504 IN HUMAN PBMC'S BY FPA
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INHIBITION OF R5X4 TROPIC CLADE B HIV-1g;,7554 IN HUMAN PBMCS

BY AZT

Raw Data (AZT)

RT VALUES (CPM)
o 0003, . { . . 0061 oz o) va 007 - 1
17007.5 125640 77360 25320 334.0 2080 200.0
17688 5 11330.0 39480 1101.0 246.0 272.0 2550
17577.0 14093.0 8003.0 70350 771.0 2820 278.0
TOXICITY VALUES {XTT - 0. D. @ 450/650 nm)
1 oo . amt % cesaz. ] ooaet i e o4
144555 24571 1.8237 2.0266 21200 1 6864 18252
1.7400 2.0855 1.81868 1.8447 1.8063 18943 1.8161
1.8645 2.0011 21721 1.7785 7. 7063 1.6364 1.7097
Virus: HIV-1 Clade: B Technician: Lu Yang Setup Date: 10/8/13
Strain: 92HT594 Cells: HUMAN PBICS PI: Tracy Hartman Read Date: 10/15/13
Tropism: R5X4 Project #: 306-01-02 Client: CI5C
Antiviral Compound: AZT
25% 50% 95%
EC {pM) <0.00300 0.00660 0.06821
TC (M) =1.0 >1.0 =1.0
Therapeutic Index {T1) >333.33 =151.52 =16.10
Antiviral Test Values Cytotoxicity Test Values
Mean % Virus | Mean OD @ 450/650 % Cell
Conce (uM) RLU St-Dev- | b ontrol nm St Dev- | yiability
0 17424 .3 | 365267824 100.00 1.701 0.185547 | 100.00
0.003 127957 | 1389.17038 73.44 2.085 0.078573 | 122.53
0.01 6562.3 | 2268.01154 37.66 1.938 0.202861 113.91
0.032 14453 | 961.891019 8.29 1.883 0.128468 { 110.70
0.101 4850.3 281.169581 2.58 1.878 0.215229 | 110.38
0.32 254.0 40.1497198 1.46 1.743 0.13487 102.42
1 2447 40.216083 1.40 1.817 0.107753 | 106.80
INHIBITION OF R5X4 TROPIC CLADE B HIV-1,5,7504 N HUMAN PBMCS BY AZT
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INHIBITION OF R5X4 TROPIC CLADE B HIV-1g471504 IN HUMAN PBMC'S

BY AZT

Raw Data (AZT}

RT Activity (CPM)
ClgancoM) | W 00003 1. .. 00005 ] DOBos - L pges ] 0Ot 0.032 ledny - g
L isAMPLEY 15024.0 40351 0 191140 20545.0 9183.0 3026.0 770.0 975.0 662.0
32054.0 28452.0 11548.0 113660 32441.0 9683.0 7360 £84.0 GES O T04.0
18162.0 £4080.0 BYGG.0 15187.0 251810 26700 28460 866.0 7450 8050
TOXICITY VALUES (XTT @ 450/650 nm
2.441 3.336 32384 2.925 2661 2812 i.8¥1 2535 2 338
2159 1787 3154 2.225 2.024 5618 2153 2626 2,180 3.376
2.503 2,667 2210 2.202 2.165 3036 2.344 2,207 2821 2240
Virus: HIV-1 Clade: B Technician: LuYang Setup Date: 6/10/14
Strain: 82HTE94 Cells: HUMAN PBMC'S Pl: Tracy Hartman Read Date: B6/17/14
Tropism: R5X4 Project #: 306 Client; CI5C
Test Compound: AZT
25% 50% 95%
EC (uM) 2.60E-04 0.00800 0.0636
TC (M) »1.0 >1.0 »1.0
Therapeutic Index {TH) >3846.15 =>166.67 >15.72
Antiviral Test Values Cytotoxicity Test Values
Conc | Mean RT % Virus Mean OD @ 450/650 % Cell
. . . St. Dev. L
{ug/ml) | Activity St. Dev Control nm v Viability
G 21740.3 9051.7 100.00 2.267 0.152 100.00
0.00C1 37627.7 142787 173.08 2230 0.400 98.35
0.0003 | 131427 5355.1 60.45 2.916 0.616 128.60
0.6009 | 15708.3 4596.8 72.26 2.484 {.387 109.56
0.003 22261.7 11910.4 102.40 2.290 0.331 101.01
0.0t 24597 695.8 11.31 3.155 0.416 139.15
0.032 1450.7 1208.5 6.67 2.397 0.274 105.70
0.101 841.7 147.0 3.87 2,269 {0.385 100.07
0.32 679.3 63.8 312 2.416 0.380 106.56
1 7247 75.2 3.33 2,645 0.637 116.65
INHIBITION OF R5X4 TROPIC CLADE B HIV-1g;1s0s IN HUMAN PBMC'S BY AZT
209 -
80 -
160
a o}
2
& >
© 120 5
; 100 £ £
by [=}
Z 80 | g
£ i
® F
B &0 'Q
49
20
¢
o 0.0601 0.0003 6.0008 0.003 0.01 0.032 0.101 0.32 1
CONCENTRATION {uM) .
—— 5 VO ——%CC
&8 4 &l
Infectious Disease Research «ogf ImQuest Initiai/Date

:BioSciences




INHIBITION OF CXCR4 TROPIC CLADE B HIV-1g5,1550 IN HUMAN PBMCS
BY FPA

Raw Data (FPA)
RT VALUES (CPM)

Tonc i) o} emr ] ita o Taas ] e o s18 0l a0
1 1es370 14668.0 13476.0 5619.0 £8232.0 460 440
3P 185115 17911.0 14577 0 8233.0 728.0 58.0 34.0
SAMP 17038 5 17799.0 148220 55830 6453.0 72.0 48.0

TOXICITY VALUES {XTT - O. D. @ 450/650 nm}

oo em oy e me ] vees T e o] oo
1.4695 1.6678 1.5607 17149 15658 1.5026 1.4133
1.7400 1.4638 1.5060 5060 1.4658 1.3620 1.3394
18645 14718 16633 1.4547 1.2802 1.5607 1.3957
Virus: HIV-1 Clade: 8 Technician: Lu Yang Setup Date: 10/8/13
Strain: 92HT599 Cells: HUMAN PBMCS Pl Tracy Hartman Read Date: 10/15/13
Tropism: CXCR4 Project #: 306-01-02 Client: Csc
Antiviral Compound: FPA
25% 50% 95%
EC (M) 1.15 2.22 262
TC (UMW) =100 =100 =100
Therapeutic Index (TI) >86.96 >45.05 »3.82
Antiviral Test Values Cytotoxicity Test Values
Mean % Virus 1Mean OD @ 450/650 % Cell
Conc (uM) RLU StDev. | control m St Dev. | \ability
0 17729.3 1 1673.04814 100.00 1.701 (.185547 100.00
0.32 16792.7 | 1840.86728 94.72 1.634 0.115631 90.19
1 142250 | 685.752871 80.23 1.577 0.079459 92.69
3.16 6478.3 1519.69251 36.54 1.55% 0.137825 91.61
9.99 5137.7 3021.10703 28.98 1.377 0.093094 80.95
31.6 52.0 17.7763888 0.29 1.488 0.113283 87.49
100 420 7.21110255 0.24 1.383 0.038519 81.27

INHIBITION OF CXCR4 TROPIC CLADE B HIV-145750 IN HUMAN PBMCS BY FPA

PERCENT OF VIRUS CONTROL
MCYLINOD 1735 40 INADHAd
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INHIBITION OF CXCR4 TROPIC CLADE B HIV-1gpy1500 IN HUMAN PBMC'S

BY FPA

Raw Data (FPA)

RT Activity (CPM

120

100

60

40

PERCENT OF VIRUS CONTROL

20

Tp < 0.0 TpoaE BT R N Y TSR I Ry
48012.0 S084T .0 536706 H3476.0 44707.0 321320 15%43.0 2157 .0 206.0 184.0
54358.0 45755 0 576360 306426.0 482460 18757.0 3G0E7.0 114%6.0 226.0 2360
46675.0 51924.0 55376.0 520%9.0 46550.0 417760 18134.0 13080.0 260.0 2840

OXICITY VALUES (XTT - Q. D, @ 450/650 nim)
R ey Lk e i ipaR)

2441 2027 1.742 1.7649 1.783 1.2371 1.3563 1.993 1.576 1.768

2,169 2.607 18679 1812 2,470 2130 1.865 2.131 1.844 2.032

2.203 2.1€8 1.882 2.201 2.047 1808 1877 1.53¢8 2.042 2.054

Virus: HIv-1 Clade: B Technician: Lu Yang Setup Date: &/10/14
Strain: 92HTS9S Cells: HUMAN PBWC'S Pl Tracy Hartiman Read Date: 6/17/14
Tropism: CXCR4 Project #: 306 Client: CIsC
Test Compound: FPA
25% 50% 95%
EC (UM} 0.648 2.45 234
TC {(pM}) 1.54 =100 >100
Therapeutic Index (T} 2.38 >40.82 >4.27
Antiviral Test Values Cytotoxicity Test Values
Conc | Mean RT % Virus Mean CD @ 450/650 % Cell
{paiml) | Activity St. Dev. Control nm St. Dev. Viability
0 49682.0 A4104.4 100.00 2.267 0.152 100.00
0.01 49508.3 329586 99.65 2.267 0.302 99.99
0.032 555607 1989.4 111.83 1.834 0.080 80.89
G101 47501.3 9637.5 95.81 1.971 0.208 86.91
¢.32 47634.3 268745 095.88 2.100 0.347 92.62
1 30689.0 11560.7 62.17 1.722 0.455 75.94
3.16 23121.3 11327.7 46.54 1.665 0.306 73.43
9.99 8914.3 5806.0 17.94 1.888 0.310 83.26
31.6 230.7 27.3 0.46 1.871 0.265 82.50
100 241.3 50.2 0.48 1.954 0.161 86.17
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INHIBITION OF GXCR4 TROPIC CLADE B HIV-1g,,,1555 IN HUMAN PBMG'S BY FPA
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INHIBITION OF CXCR4 TROPIC CLADE B HIV-14,47500 IN HUMAN PBMCS

BY AZT
Raw Data {AZT)
. RT VALUES {CPM)
S onedy o] B T B R T X 0az - | . e
AMP : 19637 0 14746.0 ©033.0 35040 666.0 150.0 G6.0
165115 16091 0 7461.0 48290 460.0 1580 112.0
170385 160450 9689.0 2956.0 847.0 198 0 B4.0
TOXICITY VALUES (XTT - O. D. @ 450/650 nm})
g ome e eese T e b e
1.4695 21571 1.8227 20288 21200 1.6869 19257
1.7400 20865 16168 1.8447 18053 1.8043 1.81G1
1.8645 2.0011 24721 17785 1.7083 16354 17087
Virus: HiV-1 Clade: B Technician: Lu Yang Setup Date: 10/8/13
Strain: 92HTS58% Celis: HUMAR PBMCS P4 Tracy Hariman Read Date: 10/15/13
Tropism: CXCR4 Project #: 306-01-02 Client: CIsc
Antivirat Compound: AZT
25% 50% 95%
EC {(pM) 0.00453  0.00994 0.0926
TC (pM} »1.0 =1.0 >1.0
Therapeutic Index (Tl) >220.75 =100.60 =10.80
Antiviral Test Values Cytotoxicity Test Values
Mean % Virus {Mean OD @ 450/650 % Cel}
Cone (uM) RLU St.Dev. | ¢ ontrol nm St Dev. | yability
0 17729.3 | 1673.04814 100.00 1.701 0.185547 100.00
0.003 16617.3 | 780.816342 88.09 2.085 0.078573 122.53
0.01 8831.0 1281.00117 49.81 1.938 0.202861 113.91
0.032 3458.7 1199.61091 19.51 1.883 0.128468 110.70
0.101 875.0 218.58408 3.81 1.878 0.215229 110.38
0.32 168.7 25.716402 0.95 1.743 0.13487 102.42
1 80.7 27.1538825 0.45 1.817 0.107753 | 106.80
INHIBITION OF CXCR4 TROPIC CLADE B HIV-15,,154, IN HUMAN PEMCS BY AZT
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BY AZT

Raw Data {AZT)

INHIBITION OF CXCR4 TROPIC CLADE B HIV-14547590 IN HUMAN PBMC'S

RT Activity (CPM)
" Cona fuitt} EPEE BTN RERCR: ISR APy AiiEE MRS IR TR BEEDICTTVINEEES ST
£y 48012.0 389720 443540 52487 O Z8531.0 27840 3475.0 2520 382.0 3420
54358.0 469310 48444.0 431180 40892 G 33224.0 2705.0 9750 5380 336.0
48675.0 55762.0 42880,0 51837.0 316320 23170.0 11337.0 500.0 3500 326.0
TOXICITY VALUES (XTT - O. D. @ 450/650 nm)
RS e S S ﬂm-‘a‘ - 32310032 TP IREDEOENE] e
2441 2.336 2864 2625 2661 2.512 2,683 1.871 2.258 2538
2159 1.787 3.184 2.325 2084 3618 2,103 2.639 2.1E0 3,378
2203 2,567 2210 2.902 2185 5035 2.344 2.207 2.831 2220
Virus: HIV-1 Clade: B Technician: Lu Yang Setup Date: 6/10/14
Strain: 92HTEIG Cells: HUMAN PBIMC'S Pl: Tracy Hartman Read Date: 6/17/14
Tropism: CXCR4 Project i 306 Client: CisC
Test Compound: AZT
25% 50% 95%
EC (pM) 0.00226 0.0107 0.0814
TC {pM) >1.0 >1.0 >1.0
Therapeutic Index {71} >442 48 >03.46 >12.29
Antiviral Test Values Cytotoxicity Test Values
Conc | Mean RT % Virus | Mean OD @ 450/650 % Celi
woiml) | Activity | S PEY | Control nm St Dev- | viabitity
0 49682.0 4104 4 100.00 2.267 0.152 100.00
0.0001 | 47555.0 8911.4 9672 2.230 0.400 98.35
0.0003 | 45189.3 2915.1 80.90 2.916 0.616 128.60
0.0009 | 49146.7 5232.8 98.02 2.484 0.387 108.56
0.003 33618.3 6319.1 67.67 2.290 0.331 101.01
0.01 26059.3 8243.4 52.45 3,165 0.418 138.16
0.032 58393 4776.6 11.75 2.397 0.274 105.70
0.101 1709.0 1336.8 3.44 2.269 0.385 100.07
0.32 360.0 28.4 0.72 2.418 0.360 106.56
1 3353 83 0.67 2 645 0.637 116.65
INHIBITION OF CXCR4 TROPIC CLADE B HIV-1y,,1555IN HUMAN PBMC'S BY AZT
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INHIBITION OF R5X4 TROPIC CLADE B HIV-1g3,7505 IN HUMAN PBMC'S

BY FPA

Raw Data (FPA)

RT Activity (CPW
T 003 0,032 A Ciipaz S g o e g RETINE
£1144 5 4B853.0 AGE(E O 415750 5B665.0 40327.0 41684.0 10450 398 0 816.0
67256 549960 526560 478040 63762 0 38017.0 5641.0 21486.0 396.0 454.0
59950, 54847.0 47034 0 58EG7.0 G5607.0 54655.0 26689.0 2951.0 442.0 §30.0
TOXICITY VALUES {XTT-0.D, @ 450/650 nm)
2441 2027 1.742 1,768 1763 1,531 1.353 1003 1.576 1768
2.4k 2607 1878 1912 2.470 2430 1.665 2,931 1.44 2039
2.203 2,166 1,862 2201 7 047 1.805 1.677 1.539 2062 2.054
Virus: Hlv-1 Clade: B Technician: Lu Yang Setup Date: 6/10/14
Strain: 42HT596 Cells: HURMAN PRIC'S Pi: Tracy Hartman Read Date: 6/17/14
Tropism: R5X4 Project #: 306 Chient: CIsC
Test Compound: FPA
25% 50% 95%
EC {pM} 0.985 2.35 21.9
TC (pM) 1.54 >100 >100
Therapettic Index (T 1.56 >42.55 »4 57
Antiviral Test Values Cytotoxicity Test Values
Conc Mean RT % Virus Mean QD @ 450/650 % Cell
{ng/mi) | Activity St. Dev. Control n% St. Dev. Viabitity
0 50451.3 806%9.1 100.00 2.267 0.152 100.00
0.01 46298.7 10236.8 77.88 2.267 0.302 98,99
0.032 480931.7 3489.7 §2.31 1.834 0.080 80.88
G.101 484587 B765.0 83.1¢ 1.971 0.208 86.91
0.32 62685.3 3598.3 105.44 2.100 0.347 92.62
i 443430 a030.6 74.59 1.722 0.455 75.94
3.16 246913 18080.3 41.53 1.665 0.308 73.43
9.99 8494.0 11291.7 14.29 1.888 0.310 83.26
316 412.0 26.0 0.69 1.871 0.266 82.50
100 498.0 364 0.84 1.954 0.161 86.17

PERCENT OF VIRUS CONTROL
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INHIBITION OF R5X4 TROPIC CLADE B HIV-14y,759s IN HUMAN PBMC'S
BY AZT

Raw Data (AZT}

RT Activity (CPM}

-1 wmeer. ] bopes. ] o podos |- nde3 .. f....oped - cooesz o U eaet - R B
51144 5 465670 50183.0 21847 0 160679.0 216110 22250 7540 =350 206.0
B87258.5 18326.0 36712.0 36BGT.0 465060 20784.0 1607.0 BEA4.O 576.0 70,0
£8956.0 71816.0 44878.0 54769.0 23443.0 iD538.0 11130 20330 506.0 5E8.0

TOXICITY VALUES {XTT - O. D. @ 450/650 nm

Towr

T

Cop b0y d 00008 3] s D
2.441 2336 3.244 2.925 2.661 2812 2692 1.671 2,238 2358
2189 1.787 3,164 2328 2.024 3.616 2155 2638 2.180 3.278
2203 2.507 2.210 2.202 2.185 3.036 2.3a4 2.287 Z2.831 2220
Virus: Hiv-1 Clade: B Technician: Lu Yang Setup Date: 6/10/14
Strain: 92HT596 Cells: HUMAN PRIC'S Pi: Tracy Hartman Read Date: 6/17/14
Tropism: R5X4 Project #: 306 Client: CisC
Test Compound: AZT
25% 50% 95%
EC (pM) 1.93E-04 0.00367 0.0291
TG (uM) >1.0 >1.0 >1.0
Therapeutic Index {Ti) >5181.35 »272.48 >34,36
Antiviral Test Values Cytotoxicity Test Values
Conc | Mean RT % Virus Mean OD @ 450/650 % Cell
. . St. Dev. L
{pg/ml) | Activity St. Dev Control nm ev Viabhitity
0 59451.3 50621 100.00 2.267 0.152 100.00
0.0001 | 45576.3 26759.3 76.66 2.230 0.400 98.35
00003 | 43924.3 6785.9 73.88 2.916 0.616 128.60
0.0009 | 374257 16531.8 62.95 2.484 0.387 109.56
0.003 32139.3 15548.5 54.06 2.290 C.331 101.01
.01 17644.3 6078.5 29.68 3.155 0.418 138.15
0.032 1848.3 557.2 277 2.397 0.274 105.70
0.101 1217.0 710.8 2.056 2.269 0.385 100.07
0.32 540.0 350 0.91 2.418 0.360 106.56
1 6213 73.9 1.05 2.645 0.637 116.65
INHIBITION OF REX4 TROPIC CLADE B HIV-1g5,150 N HUMAN PBMC'S BY AZT
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INHIBITION OF CCRS5 TROPIC CLADE C HIV-1g3p050 IN HUMAN PBMCS

BY FPA

Raw Data (FPA}

RT VALUES (CPM)
. Cong (uaimt) o 0.32 R T 998 BTN 100
M N 25362.0 20756.0 16653.0 7546 0 1083.0 734.0 462.0
231490 24451 0 18718.0 11496 0 967.0 592.0 432.0
245320 22627.0 19781.0 987¢.0 5400 4380 436 0
TOXICITY VALUES (XTT - O. D. @ 450/650 nm)
2 5165 2 7356 29703 2.5250 21383 1.7267 1.7508
18423 2.7282 2.0899 2.646% 1.9628 17973 1.6600
22118 27689 2.3185 2.3703 1.9477 1.9701 1.6427
Virus: HIV-1 Clade: C Technician: tu Yang Setup Date: 6/25/13
Strain: 93MWI59 Cells: HUMAN PBMCS Pl Tracy Hartman Read Date: 7/2/13
Tropism: CCRS Project #: 306-01-01 Client: CJsC
Antiviral Compound: FPA
25% 50% 95%
EC (pa/ml) 1.07 2.35 987
TC {pgfml) >100 =100 >100
Therapeutic Index (T) >93.46 >42.55 >10.45
Antiviral Test Values Cytotoxicity Test Values
Mean % Virus Mean OD @ 450/650 % Cell
Conc (pg/mi} RLU St. Dev. Control hm St. Dev. Viability
0 23814.3 | 973.76914 100.00 2.091 0.21527629| 100.00
0.32 22578.0 1848.0279 94.81 2.742 0.015403098( 131.18
1 18397.3 1668.7754 77.25 2.193 0.11596361| 104.88
3.16 9640.3 1985.7861 40,48 2.480 0.09598866| 11863
9.89 866.7 289.83156 3.64 2.026 0.08960976 86.91
31.6 584.7 143.14096 2.46 1.831 0.12522497 87.59
100 4433 16,282056 1.86 1.821 0.08222912 87.08
INHIBITION OF CCRS TROPIC CLADE € HIV-T43m0s IN HUMAN PBMCS BY FPA
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INHIBITION OF CCR5 TROPIC CLADE C HIV-1530s0 IN HUMAN PBMCS
BY FPA

Raw Data (FPA}

RT VALUES (CPM)
4232 & 8BOG O 47540 2418.0 5i6.0 3880 3440
7336 5 77440 53650 2260.0 7420 444.0 2820
8351.0 7B58.0 50220 2660.0 604.0 486.0 346 0
TOXICITY VALUES {XT7- 0. D. @ 450/650 nm}
ST e g el e i eae ] e et igen
14925 1.6678 1.5607 17149 1.3858 1.6226 14133
1.7400 1.4635 1.5068 1.5060 1.4658 1.3620 13364
1.8646 1.4718 1.6633 1.4547 12802 1.5807 1.3952
Virus: HIV-1 Clade: C Technician: Lu Yang Setup Date: 10/8/13
Strain: 93MWS59 Cells: HUMAN PBMCS Pl: Tracy Hartman Read Date: 10/15/13
Tropism: CCR5 Project #: 306-01-02 Client: ClsC
Antiviral Compound: FPA
25% 50% 95%
EC (uM) 0.567 1.48 412
TC (W) =100 =100 =100
Therapeutic Index (T} =176.37 >B7.57 »2.43
Antiviral Test Values Cytotoxicity Test Values
Mean % Virus |Mean OD @ 450/650 % Cell
Cone (UMW) RLU St Dev Control nm t. Dev Viability
¢ 8306.7 948.777152 100.00 1.701 0.185547 100.00
0.32 7422.3 492 792384 89.35 1.634 0.115631 90.19
1 5047.0 306.266224 60.76 1.877 0.078459 92.69
3.16 2446.0 201.464637 29.45 1.559 0.137825 91.61
©.99 620.7 143.918099 7.47 1.377 0.093094 80.95
318 432.7 30.6159 521 1.488 0.113283 87.49
100 357.3 21.3853532 4.30 1.383 0.038519 81.27
INHIBITION OF CCRS TROFIC CLADE C HIV-1g50005: IN HUMAN PBMCS BY FPA
120
100
g m
E 80 ﬁ
o 3
2 g
= 80 i
™ -
o r
o 8
& 2
§ 40 rg
20
0
] 03z 1 316 9.99 316 100
CONCENTRATION (M} .
et S NC —— % CC

. . m@:«%. ImQuest
Infectious Disease Research . 7}35()%{‘%{%‘1{"9%

Initial/Date ii{f’j{lfé[”/fv



INHIBITION OF CCRS TROPIC CLADE C HIV-145wos0 IN HUMAN PBMCS
BY AZT

Raw Data (AZT)

140

120 B

Virus:
Strain:
Tropism:

-l

g 100

=z

o

G

8 80

&

=

'Y

=}

e GO

=

L

Q

14

w

o 40

20 |

RT VALUES {CPM}
R S eeey o e ] e ] a0 932 1
32620 17107 .0 105850 3801 0 8420 860.0 536.0
231480 151010 11645.0 4144.0 1167.0 630.0 474.0
24932.0 15416.0 8027.0 4206.0 1517.0 2.0 4380
TOXICITY VALUES {(XTT - O. D. @ 456/650 nm)
R ERREE R R TR T T R T G
2.2185 28871 2 0651 2.3076 1.7804 210848 1.7505
1.8423 26652 20317 2.0823 17156 2.0049 26160
22118 25541 17708 2251 1.7004 17756 23241
Hiv-1 Clade: C Technician: Lu Yang Setup Date: 6/25/13
93IMWISE Cells: HURMAN PEMCS Pl Tracy Hartman Read Date: 7/2/13
CCR5 Project #: 306-01-01 Client: CIsC
Antiviral Compound: AZT
25% 50% 95%
EC (pV) <(0.00300 0.00697 0.100
TC (M) >1.0 >1.0 >1.0
Therapeutic Index (TF) >333.33 >143.47 >10.00
Antiviral Test Values Cytotoxicity Test Values
Mean % Virus {Mean OD @ 450/650 % Cell
Conc (UMW) RLU St-Dev. | o ontrol nm St. Dev. | o bility
0 23814.3 | 973.769138 100.06 2.0 0.215276 | 100.00
0.003 16874.7 | 1078.79114 66.66 2.707 0.172858 | 129.47
0.01 10209.0 | 1920.90291 42.87 1.956 0.16114 93.54
0.032 4083.7 161.202771 17.15 2214 0.117222 | 105.87
0.101 1175.3 | 337.577152 4.94 1.732 0.042485 82.84
0.32 634.0 76.0789064 2.66 1.988 0.184348 95.10
1 482.7 49 5714972 2.03 2.230 0.440342 | 106.66
INHIBITION OF CCRS TROPIC CLADE C HIV-1g30ess IN HUMAN PEMCS BY AZT
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INHIBITION OF CCR5 TROPIC CLADE C HIV-1g3puss0 IN HUMAN PBMCS
BY AZT

Raw Data (AZT)

RT VALUES (CPW)
7 Comc(uM} ) RTINS T 0.10% SRR S YRR I
CSAMPLEY 62325 7843.0 3645.0 1267.0 1013.0 676.0 4200
7336 5 4582.0 2404 0 2720.0 1157 .0 637.0 4860
83510 7937 4 3547 0 1419.0 1127.0 549.0 4720
TOXICITY VALUES {XTT - O. D. @ 450/650 nm)
gy ngea 4o o0t eese ) eaen o esr e g
1.4995 21571 18227 2.0256 5,200 16969 1.9252
17400 2.0855 1.8188 1.8447 1 8053 18943 18161
18645 20011 21721 1.7785 17082 16364 17087
Virus: HIV-1 Ciade: C Technician: tu Yang Setup Date: 10/8/13
Strain: 93MWSE53 Cells: HUMAN PBMCS Pl Tizcy Hartman Read Date: 10/15/13
Tropism: CCRS Project #: 306-01-02 Client: cIsc
Antiviral Compound: AZT
25% 50% 95%
EC (M) 0.00382 0.00726 =>1.0
TC (pivh) =1.0 >1.0 >1.0
Therapeutic Index (TI) >276.24 >137.74 I
Antiviral Test Values Cytotoxicity Test Values
Mean % Virus |Mean OD @ 450/650 % Cell
Cone (M) RLU StDev. | control nm St Dev. | \iability
0 8306.7 948.777152 160.60 1.701 0.185547 | 100.00
0.003 6786.7 1809.90061 81.70 2.085 0.078573 | 12253
0.01 31987 6589.943718 38.51 1.938 0.202861 113.91
0.032 1645.3 501.400372 19.81 1.883 0.128488 110.70
0.101 1099.0 75.9736797 13.23 1.878 0.216229 | 110.38
0.32 621.3 65.9115569 7.48 1.743 0.13487 102.42
1 458.3 34.7754703 5.53 1.817 0.107753 | 106.80
INHIBITION OF CCRS TROPIC CLADE € HIV-1g0wess IN HUMAN PBMCS BY AZT g
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INHIBITION OF CCR5 TROPIC CLADE C HIV-14755000 IN HUMAN PBMCS

BY FPA

Raw Data (FPA)

RT VALUES (CPM}

14382.5 19794.0 15757.0 87310 5890 50.0 70.0
14691.5 20889.0 16803.0 10642 0 777.0 80.0 940
12808.0 13050.0 " 43785.0 8136.0 2202.0 168 0 £6.0
TOXICITY VALUES (XTT - O. D. @ 450/650 nm)
coo e onaz ool e bavsas o eee e e o
1.4986 1.6678 1.5607 17149 1.2858 16226 1.4133
17400 1.4635 1.5069 1 5060 1.4658 1.3620 1.3504
1.8845 1.4718 1.6633 14547 1.2802 1.5807 1.3952
Virus: HiV-1 Clade: C Technician: Lu Yang Setup Date: 10/31/13
Strain: 972A009 Cells: HUMARN PBRCS Pi: Tracy Hartman Read Date: 11/7/13
Tropism: CCR5 Project #: 306-01-02 Client: CisC
Antiviral Compound: FPA
25% 50% 95%
EC (pM} 2.48 4.32 16.9
TC (uM) =100 =100 >100
Therapeutic Index (T1) >40.32 =23.15 >5.92
Antiviral Test Values Cytotoxicity Test Values
Mean % Virus {Mean OD @ 450/650 % Cell
Conc (uM) RLU St.Dev. | oontrol nm St Dev. | \ability
0] 13994.0 ;953.109254 100.00 1.701% 0.185547 | 100.00
0.32 18214.0 | 3725.38624 130.16 1.534 0.115631 90.19
1 158448.Y | 1531.95115 110.39 1.577 0.079459 82.69
3.16 9169.7 1309.32438 65.53 1.559 0.137825 91.61
9.99 1189.3 882.018329 8.50 1.377 0.093094 80.95
316 116.3 59.6769079 0.85 1.488 0.113283 87.49
100 83.3 12.2202019 0.60 1.383 0.038519 81.27
INHIBITION OF CCRS TROPIC CLADE C HIV-tg77,00, IN HUMAN PBMCS BY FPA
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INHIBITION OF CCR5 TROPIC CLADE C HIV-1g774000 IN HUMAN PBMC'S

BioSaiences

BY FPA
Raw Data (FPA)
RT Activity (CPM
" Cont (ughtd) o Y Y R D T T N R D It e RN T
HMPLE L 65471.5 57620 £3660.0 61491 0 5062.0 571160 453910 25385.0 905.0 232.0
59062.0 590GE 0 60985.0 53286.0 52158.0 £1767.0 38548.0 25412.0 1031.0 2140
717690 51082.0 65880.0 B158G0 554G8.0 LE802.0 AGE12.0 1EBE7.0 1021.0 266.0
TOXICITY VALUES (XTT - O, D. @ 450/650 nm}
0 o : 301
2441 1576 1.769
2159 2807 1879 1.944 2.03¢
2203 2168 1 662 2.082 2.054
Virus: HIV-1 Clade: C Technician: Lu Yang Setup Date: 6/10/14
Strain: 9774009 Cells: HUMAN PBIACS P Tracy Hartman Read Date: 6/17/14
Tropism: CCRS Project #: 306 Client: CisC
Test Compound: FPA
25% 50% 95%
EC {uh) 213 5.73 28.0
TC (phl} 1.54 >100 >100
Therapeutic Index (TH 0.72 >17.45 >3.57
Antiviral Test Values Cytotoxicity Test Values
Conc | Mean RT % Virus Mean OD @ 450/650 % Cell
. . t. Dev. NN
(paiml) | Activity St. Dev Control nm S ev Viability
G 65434.2 6353.6 100.00 2.267 ¢.152 100.00
.01 58644.0 7359.2 89.62 2.267 G.302 99.99
0.032 63609.3 2505.4 97.2% 1.834 0.080 80.89
0.101 58788.7 4765.7 85.84 1.971 £.208 86.91
0.32 57576.7 B6685.5 87.99 2.100 G.347 92.62
1 B9596.0 23391 91.08 1.722 0.455 75.94
3.18 43583.7 4418.5 66.61 1.665 0.306 73.43
9.99 22561.3 3339.6 34.48 1.888 ¢.310 83.26
316 285.7 70.0 1.51 1.871 (.266 82.50
100 2340 28.0 0.36 1.954 G.161 86.17
INHIRITION OF CCRS TROPIC CLADE G HIV-1,,,,.0. IN HUMAN PBMC'S BY FPA
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INHIBITION OF CCR5 TROPIC CLADE C HIV-14;74000 IN HUMAN PBMCS

BY AZT

Raw Data (AZT

!

RT VALUES (CPM)

14362.5 EGB7.0 2606.0 1141.0 238.0 86.0 24.0

14681.5 8936.0 55220 404.0 8.0 108.0 108.0

12908.0 10335.0 2787.0 5440 582.0 188.0 84.0
D. @ 450/650 nm)

T owo o0l B
2.0766 21200 19262
1.8447 1.8053 1.8161
1.7785 1.7083 1.7087
Virus: Hiv-1 Clade: C Technician: Lu Yang Setup Date: 10/31/13
Strain: 97ZA00% Cells: HUMAN PBRCS Pl: Tracy Hertman Read Date: 13/7/13
Tropism: CCRS Project #: 306-01-02 Client: CIsC
Antiviral Compound: AZT
25% 50% 95%
EC {pM)} <0.00030 4.70E-04 0.00300
TC (UM} >0.1 =0.1 =01
Therapeutic Index {TI) »333.33  =212.77 >33.33
Antiviral Test Values Cytotoxicity Test Values
Mean % Virus {Mean OD @ 450/650 % Cell
Conc (uM) RLU St-Dev. | control nm St Dev. | yiability
0 13994.0 | 953.109254 100.00 1.701 0.185547 | 100.00
0.0003 §319.3 | 888.360475 66.60 2.085 0.078573 | 122.53
0.0009 3638.3 1633.8116 2600 1.938 0202861 | 113.91
0.003 696.3 391.403032 4.98 1.883 0.128468 | 110.70
0.01 336.0 187.328588 2.40 1.878 0.215229 | 110.38
0.032 128.0 52.9150262 0.9 1.743 0.13487 102.42
0.1 953 12.0554275 0.68 1.817 0.107753 | 106.80
INHIBITION OF CGR5 TROPIC CLADE € HiIV-1477,000 IN HUMAN PBMCS BY AZT
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INHIBITION OF CCR5 TROPIC CLADE C HIV-1457,000 IN HUMAN PBMC'S
BY AZT

Raw Data {AZT)

RT Activity (CPM}
o YR YT B TR R R TR R TR Y
G5471.5 715720 55057 .0 SEZ7E.D 60180 17765 0 3446.0 19861.0 aG2.0 3BE.0
50620 48511.0 676000 52740.0 36927.0 D977 .0 137110 3360.0 1031.0 4180
T1769.0 62480.0 66721.0 51564 .0 50166.0 241760 G456.0 agb 0 616.0 3840
)(ICITY_VALUES {(XTT - 0. D. @ 450/660 nm
o ] glonog 00! gt 2. 032
2441 2625 2.661 2612 2.69% 1.871 2238 2538
2.159 2.325 70724 3.618 2,183 2.639 2.180 3376
2203 2202 Z.iE5 3.036 2344 2297 2,831 2220
wvirus: Hiv-1 Clade: C Technician: Lu Yang Setup Date; 6/10/14
Strain: 977A00% Celis: HUMAN PBML'S 2K Tracy Hartman Read Date: 6/17/14
Tropism: CCRS Project #: 306 Client: cIsc
Test Compound: AZT
25% 50% 95%
EC {pM) 0.00152  0.00671 0.0803
TC (M) =1.0 >1.0 >1.0
Therapeutic Index (Ti) >657.88 >175.13 >12.45
Antiviral Test Values Cytotoxicity Test Values
Conc | Mean RT % Virus Mean OD @ 450/650 % Cell
. ) St. Dev. .
(g/ml} | Activity St. Dev Control nm ev Viability
0 65434.2 B8353.6 100.00 2.267 0.152 100.0C
0.0001 | 61054.3 10900.6 93.31 2.230 0.40C 98.35
0.0003 | 64128.C 79253 98.00 2.916 0.618 128.60
0.0009 | 54154.0 3585.4 82.82 2,484 0.387 109.56
0.003 42371.0 8767.7 64.75 2.290 0.331 101.01
0.01 24312.7 6597.1 37.16 3.155 0.416 139.15
0.032 7871.0 5276.8 12.03 2.397 0.274 105.70
0.101 21253 1203.1 3.25 2.269 0.385 100.07
0.32 716.3 2784 1.09 2.416 0.360 106.56
1 3993 16.7 0.861 2645 0.637 116.65
INHIBITION OF CCRS TROPIC GLADE G HIV-15,,,000 IN HUMAN PBMC'S BY AZT
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INHIBITION OF CXCR4 TROPIC CLADE C HIV-1ggn017 N HUMAN PBMCS

BY FPA

Raw Data {FPA)

RT VALUES (CPM}
N T T BT T O R T
37855 3146.0 1983.0 TE20 508.0 455 0 455 ¢
3371.0 4338.0 3076.0 6480 440.0 364.0 446 0
2869.5 38360 31230 602.0 3800 3920 448.0
TOXICITY VALUES (XTT - O. D. @ 450/650 nm)
—— s Ty ErS
1.4895 1.6678 1.56807 17149 13858 +.5228 1.4133
17400 1.4635 1.5089 1.5060 1.4658 1.3620 1.3394
1.8545 1.4718 16633 1.4547 1.2802 1.5807 1.3952
Virus: HIV-1 Clade: C Technician: Lu Yang Setup Date: 10/31/13
Strain: 98INOLY Cells: HUMAN PBMCS Pi: Tracy Harman Read Date: 11/7/313
Tropism: CXCR4 Project #: 306-01-G2 Client: CISC
Antivirat Compound: FPA
25% 50% 95%
EC (pM) 1.13 1.80 >100
TC {uM) =100 =100 =100
Therapeutic Index {T1) >88.50 >55.56 i
Antiviral Test Values Cytotoxicity Test Values
Mean % Virus |Mean OD @ 450/650 % Cell
. . . Dev. .
Conc (M} | gy St-Dev. | control nm St Dev- | oty
0 33420 | 458 688075 100.00 1.701 0.185547 | 100.00
0.32 3775.3 | 597.051366 112.97 1.534 0.115631 90.19
1 2728.0 | 645581134 81.63 1.577 0.079459 92.69
3.16 667.3 76.8461667 19.97 1.559 (.137825 91.61
9.99 4427 64.0416531 13.25 1.377 0.093094 80.95
31.6 404.0 47 1593045 12.09 1.488 0.113283 87.49
100 449.3 4.163332 13.45 1.383 (0.038519 81.27
INHIBITION OF CXCR4 TROPIC CLADE G HIV-Tyy4.; IN HUMAN PEMCS BY FPA
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INHIBITION OF CXCR4 TROPIC CLADE C HIV-1gg0:7 IN HUMAN PBMC'S

BY FP

A

Raw Data (FPA)

RT Activity {CPM

e R o Ry BCTroReEe ec S SRl RGeS T E e, RiE e
A 574560 31602.0 356550 32005.0 29556 0 573440 187770 2670.0 1045.0 1043.0
21604.0 274200 331310 207480 26450.0 £3319.0 214510 4320.0 ¢824 1003.0
36852.5 28035.0 35454.0 34753 0 37562.0 33981.0 23758.0 5579.0 1027.0 1012.0

@ 450/650 nm)

TOXICITY VALUES (XTT - O. D.

033 2,509 ., :
2077 1 742 1.799 1,783 1.231 1,383 1.863 1.576 1768
2.607 18678 1.812 2.470 2430 1.968 2134 1.844 2.0%0
2168 1.862 2.20% 2.047 1.8056 1.677 1.539 2.062 2.054
Virus: Hiv-1 Clade: C Technician: Lu Yang Setup Date: 6/10/14
Strain: S8INO17 Cells: HUMAR PBMC'S PI: Tracy Hartman Read Date: 6/17/14
Tropism: CXCRA Project #: 206 Chient: CisC
Test Compound: FPA
25% 50% 95%
EC (i) 2.06 3.88 24.0
TC (M) 1.54 >100 =100
Therapeutic Index {71} 0.75 »>25.71 >4.17
Antiviral Test Values Cytotoxicity Test Values
Conc | Mean RT % Virus Mean OD @ 450/650 % Cell
{(Hg/ml) | Activity St. Dev. Control nm St. Dev. Viabitity
0 35407.5 3048.6 160.00 2.267 0.152 100.00
0.01 20452.3 2270.0 83.18 2.267 0.302 99.99
0.032 348127 14700 98.32 1.834 0.080 80.89
0.101 31835.0 3007.1 89.91 1.971 0.208 86.91
0.32 31192.3 5719.8 88.10 2100 0.347 92.62
1 36548.0 5920.7 103.22 1.722 0.455 75.94
3.16 20662.0 3556.8 58.25 1.665 0.306 73.43
9.99 4188.7 1458.9 11.83 1.888 0.310 83.26
318 1018.3 31.9 2.88 1.871 0.266 82.50
100 1019.7 20.8 2.88 1.954 0.161 86.17
INHIBITION OF CXCR4 TROPIC CLADE C HIV-T4501; IN HUMAN PBMC'S BY FPA
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INHIBITION OF CXCR4 TROPIC CLADE C HIV-14gn017 IN HUMAN PBMCS

BY AZT
Raw Data (AZT)
RT VALUES (CPM)
i oom03 ol oo | nogs copotoofo ez foies
3785.5 1271.0 626.0 408.0 4600 404.0 450.0
3371.0 17210 7710 5980 3520 356.0 504.0
PEBY5 £19.0 618 0 520.0 446.0 4520 4500
TOXICITY VALUES {XTT - O. D. @ 450/650 nm) _
0 s 00os 0032 04
1 4995 21571 16227 7 0266 21200 16969 1.9057
i 7400 2.0985 1.8188 1 8447 1.8053 18943 1.8161
1.8645 2.0014 21721 17785 17063 1.6364 17097
Virus: HIV-1 Clade: C Technician: Lu Yang Setup Date: i0/31/13
Strain: 98INDL7 Cells: HUMAN PBICS Pi: Tracy Hartman Read Date: 11/7/13
Tropism: CXCR4 Project #: 306-01-02 Client: Clsc
Antiviral Compound: AZT
25% 50% 95%
EC (pM) <0.00030 <0.00030 >0
TC (pM) =0.1 >0.1 >0.1
Therapeutic Index {T) >333.33 =333.33 I
Antiviral Test Values Cytotoxicity Test Values
Mean % Virus | Mean OD @ 450/650 % Cell
Cone (uh) RLU St.Dev. | control nm St Dev. | yiability
Q 3342.0 458.688075 100.00 1.701 0.185547 100.00
0.0003 1270.3 451.00037 38.01 2.085 0.078573 122.53
{.0009 655.0 57.2974694 19.60 1.938 0.202861 113.91
0.603 508.0 045727233 15.20 1.883 0.128468 110.70
0.01 419.3 58.7310253 12.55 1.878 0.215229 110.38
0.032 404.0 48 12.09 1.743 0.13487 102.42
0.1 468.0 31.1769145 14.00 1.817 0.107753 | 106.80
INHIBITION OF CXCR4 TROPIC CLADE C HIV-145,; IN HUMAN PBMCS BY AZT
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INHIBITION OF CXCR4 TROPIC CLADE C HIV-1gg0017 IN HUMAN PBMC'S

BY AZT

Raw Data (AZT)

RT Activity (CPM)

~pdpg

YT |

!&P E 37456G.0 31670.0 26559.0 30577 .U 18057 O 340 0 B8356.0 27240 B35.0 15390
319040 321880 29231.0 265708.0 2O87F 0 167830 £945.0 18530 1261.0 1188.0
365625 39458 .0 43281.0 41764.0 301070 166850 3314.0 18280 T605.0 1136.0

TO

@ 450/650 nm

XICITY VALUES (XTT-0Q. D

) 03 b
7441 22336 2825 2561 2693 1.671 2238 2.330
2,159 1.787 2.525 2.024 2153 2639 2.180 3.378
2.203 2.567 2.002 2.16% 2.344 2.287 2.831 2,220
Virus: HIV-1 Clade: C Technician: Lu Yang Setup Date: 6/10/14
Strain: 98INO1T7 Cetls: HURAN PBIC'S P Tracy Bartman Read Date: 6/17/14
Tropism: CXCR4 Project #: 206 Client: cisC
Test Compound: AZT
25% 50% 95%
EC (M) 0.00197  0.00632 0.196
TC (uM} >1.0 >1.0 >1.0
Therapeutic Index (T1) >507.61 >158.23 >5.10
Antiviral Test Values Cytotoxicity Test Values
Conc | Mean RT % Virus Mean OD @ 450/650 % Cell
(wgimiy | Activity |t P | Control nm St Dev- | vianility
o 35407.5 3048.6 100.0¢ 2.267 0.152 100.00
0.0001 34442.06 4352.0 97.27 2.230 0.400 98.35
0.0063 | 33023.7 8983.0 93.27 2.918 0.816 128.60
0.0009 | 32683.0 82326 92.31 2.484 0.387 109,56
0.003 23280.3 5967.3 65.75 2.290 0.331 101.01
0.01 14272.3 4264.0 40.31 3.155 0.416 139.15
0.032 5231.7 1672.2 14.78 2.397 0.274 105.70
0.101 2135.3 508.9 8.03 2.269 0.385 100.07
0.32 1500.3 207.8 4.24 2418 0.360 106.56
1 1289.0 217.9 3.64 2.845 0837 116.65
INHIBITION OF CXCR4 TROPIC CLADE C HiV-144; IN HUMAN PEMC'S BY AZT
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INHIBITION OF CCR5 TROPIC CLADE D HIV-145,6005 IN HUMAN PBMCS
BY FPA

Raw Data {FPA)
RT VALUES (CPM)

e 1 oAz, 1 a0 ae o} besf oaes 4 i aee
20657 5 16404 0 188270 3932.0 1892.0 6.0 56.0
20085.0 17484 0 18210.0 11602.0 4049.0 @20 64.0
24206.5 17028.0 18162.0 10956.0 2662.0 2.0 56.0

TOXICITY VALUES {XTT - 0. D. @ 450/650 nm}

R e i R e VT b e B Gare ] e

1.4995 16878 1.5607 1.714¢ 1.3888 1.5228 14133

1.7400 1.4835 1.5069 15080 1.4658 1.3620 1.3394

1.8645 1.4718 1.6633 1.4547 1.2802 1.5807 1.3952
Virus: Hiv-1 Clade: D Technician: Lu Yang Setup Date: 10/2/03
Strain: 92UG005 Cells: HUBAN #BMCS Pl Tracy Hartman Read Date: 10/9/13

Tropism: CCRS Project #: 306-01-02 Client: CJsc
Antiviral Compound: FPA

25% 50% 95%

EC {uM) 1.26 2.41 20.7

TC {uM) =100 =100 =100

Therapeutic Index (Ti) »79.37 >41.48 =483

Antiviral Test Values Cytotoxicity Test Values
Mean % Virus |Mean OD @ 450/650 % Cell
Conc (M) RLU St-Dev. | control n(r? St Dev. | viability

0 22316.0 | 2081.36896 100.00 1.701 0.185547 | 100.00

0.32 17638.7 | 700.917494 79.04 1.534 0.115631 90.19

3 18733.0 | 947.735723 83.94 1.577 0.079459 92.69

3.16 8830.3 | 4253.40672 39.57 1.558 0.137825 91.61

9.99 2868.0 | 1092.66234 12.85 1.377 0.093094 80.85

3186 93.3 2.30940108 0.42 1,488 0.113283 87.49

100 62.0 5.29150262 0.28 1.383 0.038519 | 81.27

INHIBITION OF CCRS TROPIC CLADE D HIV-14;,600s IN HUMAN PBMCS BY FPA
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INHIBITION OF CCR5 TROPIC CLADE D HIV-14,600s IN HUMAN PBMC'S

BY FPA

Raw Data (FPA)

RT Activity (CPM

e

PERCENT OF VIRUS CONTROL

0 o018 | ppez. T B B R T 988
£474.0 GZEC.D G702.0 94056.0 2EER.0 14632.0 1716.0 3587.0 250.0 212,06
6844 .5 13137.0 11672.0 236990 3G81.0 2622.0 36310 402.0 2400 212.0
a717.0 2620.0 12247.0 7900.0 10451.0 3040.0 17447.0 620.0 2300 250.0
@& 450/650 hm}
o Bos. : A .
2441 2627 1.79G 1.783 1.281 1.363 1888 1.576 1.76¢
2158 2.607 1.912 Z.470 2330 1.865 2.137 1.844 2039
2.203 2168 2.201 2.047 1.805 1.677 1.639 2.092 2.054
Virus; HIV-1 Clade: D Technician: Lu Yang Setup Date: 610714
Strain; 92UGLOY Cells: HUMAN PBIVIC'S PL: Tracy Hartman Read Date: 5/17/14
Tropism: CCR5 Project 4: 30c Client: CIsC
Test Compound: FPA
25% 50% 95%
EC (uM) 0.288 5.89 26.8
TC {pM) 1.54 >100 =100
Therapeutic Index {TI} 535 >16.69 >3.73
Antiviral Test Values Cytotoxicity Test Values
Conc | Mean RT % Virus Mean OD @ 450/650 % Cell
waiml) | Activity | St PV | Control Am St Dev- | viability
0 8545.2 22559 100.00 2.267 0.152 100.00
0.01 7379.0 5329.2 86.35 2.267 0.302 99.99
0.032 10207.0 3048.0 119.45 1.834 0.080 80.89
0.101 13665.3 8§715.0 168.92 1.971 0.208 86.91
0.32 5690.0 4M21.7 66.59 2100 0.347 92.62
1 6764.7 6816.5 79.16 1.722 0.455 75.94
3.16 768%8.0 8514.2 80.10 1.665 0.308 73.43
9.99 1538.7 1785.0 18.02 1.888 0.310 83.26
31.6 240.0 10.0 2.81 1.871 0.286 82.50
100 2247 21.9 263 1.954 0.161 86.17

0.01

infectious Disease Research
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INHIBITION OF CCR5 TROPIC CLADE D HIV-14,,6005 IN HUMAN PBMCS

BY AZT

Raw Data (AZT}

RT VALUES {CPM)
o - 0.0003 Co0,0009 ooz 1 - po1 -} pose 94
22657 .5 136410 g28%0.0 514.0 1€71.0 et8n 110.0
200850 12855 0 4950.0 28800 1201.0 2320 3260
242055 14038.0 100250 3763.0 1297 0 360.0 1688.0
TOXICITY VALUES (XTT - 0. D. @ 450/650 nm})
“a ] aooea: ] ooo0s ] oeees-]eon Gl e |iea
1.4898 24571 1.8227 2.0266 21200 16869 1.9282
1.7400 2.0855 186188 1.8447 1.80563 1.8943 1.8161
1 8845 2.0011 24721 1.7785 1.7083 1.63564 1.7097
Virus: HIV-1 Clade: D Technician: Lu Yang Setup Date: 10/2/03
Strain: 92UG005 Cells: HUMAN PBMCS Pi: Tracy Hartmsn Read Date: 10/9/13
Tropism: CCRS Project #: 306-01-02 Client: CISC
Antiviral Compound: AZT
25% 50% 95%
EC (uM) <0.00030 4.92E-04 0.0154
TC {p) >0.1 >0.1 >0.1
Therapeutic index (T1) »333.33 »203.25 >6.49
Antiviral Test Values Cytotoxicity Test Values
Mean % Virus {Mean OD @ 450/650 % Cell
Cone (uM) RLU St-Dev. | tontrol nm St Dev. | \iability
0 22316.0 | 2081.36886 100.00 1.701 0.185547 100.00
0.00C3 13512.7 | 589.885267 60.55 2.085 0.078573 122.63
0.000% 8288.3 2891.86935 37.14 1.938 0.202861 113.91
0.003 2422.3 1697.25789 10.85 1.883 0.128468 110.70
0.01 1489.7 419.601398 6.68 1.878 0.215229 110.38
0.032 483.3 330.722442 217 1.743 0.13487 102.42
0.1 208.0 109.380071 0.93 1.817 0.107753 | 106.80
INHIBITION OF CCRS TROPIC CLADE D HIV-1g,c00s IN HUMAN PBMCS BY AZT
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INHIBITION OF CCR5 TROPIC CLADE D HIV-1g;,6005 IN HUMAN PBMC'S

BY AZT

Raw Data [AZT)

RT Activity (CPM)

0,000

Sy

0008 L

co1

L0032 ]

TR

1 iea g

0.0008 .-
acv4.0 264220 15€3.0 G1BO0 79200 67G.0 13410 IFC0 3320 23G.0
5%44 5 B77E0 S047.0 9483.0 28600 662.0 424.0 FEE0 330.0 284.0
a717.0 12831.0 2350.0 5567.0 7o F171.0 478.0 3500 300.0 2798.0

D. @ 450/650 nm

oot ]

TOXICITY VALUES (XTT - O,

2441

3.344

2.661

2812

2.683

1871

2238

2335 . 2538
7158 1787 3194 2325 2.024 3618 2 163 2.638 2,180 3378
7203 7 557 2210 2.502 2,185 3,036 2344 2.097 2 631 2220
Virus: HiV-1 Clade: b Technician: LuYang Setup Date: 6/10/14
Strain; 9206005 Cells: HUMAN PERC'S Pt Tracy Hartman Read Date: 6/17/14
Tropism: CCRS Project #: 306 Client: CIsC
Test Compound: AZT
25% 50% 95%
EC (pM) 1.61E-04 0.00216 0.0813
TC (pM) >1.0 >1.0 >1.0
Therapeutic index {TI) >6211.18 >462.96 »12.30
Antiviral Test Values Cytotoxicity Test Values
Conc | Mean RT % Virus Mean OD @ 450/650 % Cell
. . St. Dev. s
woimty | Activity | S¥P® | controt nm V1 Viability
0 8545.2 225585 10C.00 2.267 0.152 100.00
0.0001 8010.3 5246.8 93.74 2.230 0.400 98.35
0.0003 4320.0 4112.6 50.55 2.918 0616 128.60
0.00C9 7078.7 21035 82.84 2.484 0.387 109.56
0.003 3219.0 483.7 37.67 2.280 0.331 161.01
0.01 836.3 289.9 9.79 3.155 0.416 139.15
0.032 747.7 514.6 8.75 2.397 0.274 165.70
0.101 3527 221 413 2.269 0.385 1G0.07
0.32 3207 17.9 3.75 2.416 0.360 106.56
1 266.0 26.2 311 2645 0.637 116.65
INHIBITION OF CCR5 TROPIC CLADE D HIV-1g;u0005 [N HUMAN PBMC'S BY AZY
g ]
kg
o Jori
2 8
= B
& =
& 8
i =
g 3
& g
0.0001 €.0003 0.0008 0.003 0.01 0.032 0.101 0.32 1
CONCENTRATION (ut)
—— LV 3% GC
Infectious Disease Research e }?IT(}(S:!I((/):%H‘S Initial/Date



INHIBITION OF R5X4 TROPIC CLADE D HIV-1g,,600: IN HUMAN PBMCS
BY FPA

Raw Data {FPA)
RT VALUES {CPM)

12430.0 8660.C 137850 8468.0 3628.0 13160 200.0
11205.0 94980 9535.0 3248.0 5435.0 4624.0 128.0
12843.5 14477.0 115667 0 62160 4514.0 276.0 144.0

TOXICITY VALUES (XTT - Q. D. @ 450/650

e L B e B B e
1.6678 1.5607 1.7148 1.3858 1.5226 1.4133
14635 4.5089 1.5060 1.4E58 1.3620 1.3384
14718 1 6633 1.4547 1.2802 1.5807 13952
Virus: HIV-1 Clade: D Technician: Lu Yang Setup Date: 10/23/13
Strain: 926001 Cells: HUMAN PBIVICS Pl: Tracy Hartman Read Date: 10/30/13
Tropism: R5X4 Project #: 306-01-02 Client: csc
Antiviral Compound: FPA
25% 50% 95%
EC (pM) 1.57 2.74 76.2
TC {(pM) =100 =100 >100
Therapeutic Index (T} >63.69 >36.50 >1.31
Antiviral Test Values Cytotoxicity Test Values
Mean % Virus |Mean OD @ 450/650 % Cell
Cone (UM) RLU St.Dev. | Gontrol nm St Dev. | yability
0 12192.8 | 893.186197 100.00 1.701 0.185547 | 100.00
0.32 10878.7 | 3144.35722 8922 1.534 0.115631 90.19
1 11629.0 | 2125.67824 095.38 1.577 0.079459 92.69
3.16 5310.0 1791.91183 43.55 1.559 0.137825 91.61
9.99 4626.0 | 750.221312 37.94 1.377 0.083094 80.95
31.6 20717 | 227061321 16.99 1.488 0.113283 87.49
100 157.3 37.806525 1.29 1.383 0.038519 81.27

INHIBITION OF R5X4 TROPIC CLADE D HIV-145,600 IN HUMAN PEMCS BY FPA
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INHIBITION OF R5X4 TROPIC CLADE D HIV-105500; IN HUMAN PBMCS
BY AZT

Raw Data (AZT)
RT VALUES (CPM)

ik T P T ooz eaey o omazo i
124300 5611.0 3114.0 1700 3880 136.0 1620
11205.0 10848.0 36150 224.0 608 O 502.0 134.0
12943 5 57310 6004.0 382.0 3160 332.0 170.0

TOXICITY VALUES (XTT - O.

21571 1.8227 2.0268 21200 1.6869 1.9252

20955 1.8188 1.8447 1.8053 1.6943 1.8161
2.0011 21721 1.7785 1.7083 1.6364 1.7097
Virus: HIv-1 Ciade: D Technician: tu Yang Setup Date: 10/23/13
Strain: 92UG001 Celis: HUMAN PBMCS Pi: Tracy Harlman Read Date: 10/30/13
Tropism: REX4 Project #: 366-01-02 Client: CiscC
Antiviral Compound: AZT
25% 50% 95%
EC {uM) <(.0030C 0.00493 0.0289
TC (pM) =1.0 =1.0 >1.0
Therapeutic Index (TI) >333.33  >202.84 >34.60
Antiviral Test Values Cytotoxicity Test Values
Mean % Virus |Mean OD @ 450/650 % Cell
Conc (pM) RLU St. Dev. Control hm St. Dev. Viability
0 12192.8 | 883.186197 100.00 1.701 0.185547 | 100.00
0.003 7396.7 2989.5445 60.66 2.085 0.078573 | 122.53
.01 42443 1544.36729 34.81 1.938 0.202861 113.91
0.032 258.7 110.169566 212 1.883 0.128468 | 110.70
0.101 437.3 152122757 3.59 1.878 0.215229 | 110.38
0.32 323.3 183.153852 2.65 1.743 0.13487 102.42
1 152.0 18 1.25 1.817 0.107753 | 106.80

INHIBITION OF R5X4 TROPIC CLADE D HIV-15,,000, IN HUMAN PBMCS BY AZT
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INHIBITION OF CXCR4 TROPIC CLADE D HIV-14,,6024 IN HUMAN PBMCS

BY FPA

Raw Data (FPA)

RT VALUES {CPM)

P D T R D Cges.foomtes 4o mep
13527 0 13899.0 126470 90710 32120 85.0 940
168625 166560 152120 85080 59440 104.0 126.0
160755 15469.0 14905 0 §379.0 1100 1240 1320

TOXICITY VALUES (XTT - O,

D. @ 450/650 nm)
T

D

g e g Gl
14585 1.6678 1.5607 17148 1.3858 1.5226 14153
1.7400 1.4635 1.5068 1.5060 1.4658 1.3620 1.3394
1.8645 14718 1.6833 14547 1.2802 15807 1.3852
Virus: HIv-3 Clade: D Technician: Lu Yang Setup Pate: 10/8/13
Strain: 32UG024 Cells: HUNMAN PERCS PL Tracy Hartman Read Date: 10/15/13
Tropism: CXCR4 Project #: 306-01-02 Client: CIsc
Antiviral Compound: FPA
25% 50% 95%
EC {uM) 1.49 3.13 241
TC {piv) >100 >100 =100
Therapeutic index (TI} >67.11 >31.95 >4.15

Antiviral Test Values Cytotoxicity Test Values
Mean % Virus |Mean OD @ 450/650 % Cell
Conc (M) RLU St-Dev. | control nm St Dev | o bility

G 16088.3 |{2327.97414} 100.00 1.701 0.185547 | 100.00
0.32 15308.0 | 1335.79677 95,15 1.534 0.115631 90.19

1 142547 | 1400.71636 88.60 1,677 0.079459 | 92.69

3.16 7986.0 1419.88697 49.64 1.5569 0.137825 91.61
9.99 3088.7 | 2918.95484 19.20 1.377 0.093084 | 80.95
318 105.3 18.036999 065 1.488 0.113283 | 87.4¢
100 110.7 16.0416126 0.69 1.383 0.038519 81.27

INHIBITION OF CXCR4 TROPIC CLADE D HIV-1g,00,4 [N HUMAN PBMCS BY FPA
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INHIBITION OF CXCR4 TROPIC CLADE D HIV-14,u6024 IN HUMAN PBMC'S

BY FPA
Raw Data {FFA)
RT Activity (CPM
~Conc (ughml - R TR s T R T N T TR T e .00
CLUSAMPLESS 0] 404448 21659.0 37625.0 43261.0 32602.0 43560.0 163580 5100 102.0
439580 437110 30736.0 34038.0 3B573.0 6748.0 311560 223200 1360 150.6
40330.5 40957.0 436620 43560.0 42760.0 379810 26181.0 £55.0 184.0 184.0

@ 450/650 nm)

OXICITY VALUES (XTT-0.D.

1.783

1.253

PERCENT OF VIRUS CONTROL.

2441 1742 1.231 1. 769
2188 2607 1.87% 2470 2.130 1.265 2038
2.203 2.168 1.882 2.047 1.605 1.677 2.054
Virus: Hiv-1 Clade: D Technician: Lu Yang Setup Date: 6/10/14
Strain: 92UG024 Cells: HUMAN PEMC'S Pl Tracy Hartman Read Date: 68/17/14
Tropism: CXCR4 Project #: 306 Client: CJsc
Test Compound: FPA
25% 50% 95%
EC (uM) 0.854 4.31 237
TC (uM) 1.54 >100 >100
Therapeutic index (Ti) 1.80 >23.20 >4.22
Antiviral Test Values Cytotoxicity Test Values
Conc | Mean RT % Virus Mean OD @ 450/650 % Cell
(wgiml) | Activity | U P®¥ | control nm St Dev | yianility
0 41581.0 20853 100.0¢ 2.267 0.152 100.00
0.01 35435.7 120113 85.20 2.267 0.302 99.99
0.032 374153 6482.9 89.96 1.834 0.080 80.89
0.101 40296.3 5422 4 96.89 1.971 0.208 86.91
0.32 37980.7 5101.4 91.32 2.100 0.347 9262
1 30108.3 18708.3 72.39 1.722 0.455 75.94
3.16 255569.0 80486.6 61.45 1.665 0.306 73.43
9.99 7895.0 12493.6 18.98 1.888 0.310 83.26
316 138.7 24.7 0.33 1.871 0.268 82.50
100G 146.0 40.1 0.35 1.954 0.161 86.17

INHIBITION OF CXCR4 TROPIC CLADE D HIV-1g,,60,.IN HUMAN PBMC'S BY FPA
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INHIBITION OF CXCR4 TROPIC CLADE D HIV-10,,c024 IN HUMAN PBMCS
BY AZT

Raw Data (AZT)
RT VALUES (CPM)

“Conefe) ] o ® - 0.003 L Bt ppaz . 4 etor ) 324 1.
CLCBRANPLER L n| 135270 156520 BEGA.0 3457.0 248.0 174.0 1140
166525 164660 6624.0 2002.0 11650 186.0 126.0
18075.5 15646.0 36750 4809.0 885.0 1840 6.0

TOXICITY VALUES (XTT - O. D. @ 450/650 nm}

T T T T g "o ] i ]
1.4985 21571 1.8227 20266 2.1200 1 GOGY 1.8252
1.7400 2.0885 1.8188 1 B44T 1.8053 1.8943 1.8161
1.8645 2.0011 21721 1.7785 1.7083 16364 1 ¥087
Virus: HiV-1 Clade: o Technician: Lu ¥ang Setup Date: 10/8/13
Strain: 92UG024 Cells: RUMAN PBRACS Pl Tracy Hartman Read Date: 10/15/13
Tropism: CXCR4 Project #: 306-01-02 Client: ClIsC
Antiviral Compound: AZT
25% 50% 95%
EC (pM) 0.00516 0.00915 0.0989
TC (pM} »1.0 =1.0 >1.0
Therapeutic Index (T >183.80 =109.29 >10.11
Antiviral Test Values Cytotoxicity Test Values
Mean % Virus {Mean OD @ 450/650 % Cell
Conc {pM) RLU St. Dev. Control am St. Dev. Viability
0 16088.3 | 2327.97414 100.00 1.701 0.185547 | 100.00
0.003 15884.3 | 496.441672 98.73 2.085 0.078573 | 12263
0.01 74223 3362.85717 4613 1.938 0.202861 113.91
0.032 34293 1393.70597 21.32 1.883 0.128468 | 110.70
0.101 756.0 463.22025 4.70 1.878 0.215229 | 110.38
0.32 184.7 11.0151411 1.15 1.743 0.13487 102.42
1 108.7 205264058 0.68 1.817 0.107753 | 106.80

INHIBITION OF CXCR4 TROPIC CLADE D HiV-14;,50,¢ IN HUMAN PBMCS BY AZT
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INHIBITION OF CXCR4 TROPIC CLADE D HiV-14,6024 IN HUMAN PBMC'S

BY AZT

Raw Data {AZT)

RT Activity (CPM)
*Bong (M) - @ .| opooi |, 00005 . .. 00005 .. | pews . ] 01 0,032 0%, Cipsz A
Sk SAMPLE 1 40444 5 56754.0 49465.0 376280 23036.0 6673.0 746 0 266.0 248.0 154.0
439950 LxrieRd 33605.0 36O50.0 337270 27016.0 26442.0 310.0 352.0 202.0
40330 5 2B946.0 30737.0 14176 0 30066.0 1645.0 522.0 3160 266.0 184.0
TOXICITY VALUES (XTT - O 450/650 nm
T e T T e T T T PG SRS B . :
2.441 2,336 3.544 2.925 2693 1.871 2.235 2236
2.158 1.76F 3194 2325 2.024 5616 7153 2,629 2180 3576
2.20% 2587 2,210 2202 2,185 3,036 7 344 2,297 2834 2220
Virus: HIV-1 Clade: D Technician: Lu Yang Setup Date: 6/10/14
Strain: 92UG024 Cells: HUIMAN PBIVC'S Pl; Tracy Hartman Read Date: 6/17/14
Tropism: CXCR4 Project #: 306 Client: CisC
Test Compound: AZT
25% 50% 95%
EC (pM) 7.35E-04 0.00585 0.0292
TC (pM) >1.0 =1.0 =1.0
Therapeutic index {TI} >1360.54 »170.94 >34 25
Antiviral Test Values Cylotoxicity Test Values
Conc | Mean RT % Virus Mean OD @ 450/650 % Cetl
. Dev. St. Dev. i
(wgml) | Activity | >t PV | Controt nm V1 viability
0 41591.0 2085.3 100.00 2.267 0.152 100.00
0.0001 [ 36367.3 7222.0 87.44 2.230 0.400 88.35
0.0003 | 38036.0 10024.6 91.45 2816 0.616 128.60
0.0009 | 29651.3 13409.2 71.29 2.484 0.387 100.56
0.003 318437 8163.4 76.80 2.290 0.331 101.01
0.01 11844.3 133581 28.48 3.1565 0.416 139.15
0.032 12368.7 1049.8 2.97 2.397 0.274 105.70
0.101 298.7 26,9 0.72 2.269 0.385 100.07
0.32 235.3 255 0.57 2.416 0.360 106.56
1 193.3 90 0.46 2.645 0.637 116.65
INHIBITION OF CXCR4 TROPIC CLADE D HIV-140.4 IN HUMAN PBMC'S BY AZT
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INHIBITION OF CCR5 TROPIC CLADE E HIV-1g374060 IN HUMAN PBMCS
BY FPA

Raw Data {FPA)
RT VALUES (CPM)

coco sl e b aae o ges | me ] aee
5873.5 4882.0 4556.0 3300 222.0 2100 186.0
6801.0 £793.0 4546.0 540.0 7700 186.0 176.0
84683.5 58190 5B55.0 1307.0 184.0 180.0 1920

TOXICITY VALUES {(XTT - O. D. @ 450/650 nm}

g f o gae g e b e T o 31 100
1.4885 16678 1.5607 17149 1.3858 1.5226 14133
1.7400 1.4635 1.5069 1.5060 1.4658 1.3620 1.3394
1 8545 4718 16633 1.4547 1.2802 1.5807 1.3952
Virus: Hiv-1 Clade: E Technician: Lu Yang Setup Date: 10/23/13
Strain: 93THOBO Cells: HUMAN PRIMCS PI: Tracy Hartman Read Date: 10/30/13
Tropism: CCR5 Project #: 306-01-02 Client: Cisc
Antiviral Compound: FPA
25% 50% 95%
EC (pM) 0.731 1.51 12.6
TC (uM) =100 =100 >100
Therapeutic Index {TI) >136.80 >66.23 >7.94
Antiviral Test Values Cytotoxicity Test Values
Mean % Virus [Mean OD @ 450/650 % Cell
Conc (uM) RLU St.Dev. | ¢ ontrol ng St Dev. | \ability
0 7086.0 | 1314.79799 100.00 1.701% 0.185547 | 100.0C
0.32 5831.3 | 955.559696 82.29 1.534 0.115631 90.19
1 5119.0 | 669.540849 72.24 1.577 0.079459 92.69
3.16 7257 514.282348 10.24 1.556 0.137825 91.61
9.99 395.3 324772741 5.58 1.377 0.093094 80.95
316 192.7 15.5349068 272 1.488 0.113283 87.49
100 184.7 8.08200377 261 1.383 0.038519 81.27

INHIBITION OF CCRS TROPIC CLADE E HIV-1,,7,,05, IN HUMAN PBMCS BY FPA
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INHIBITION OF R5 TROPIC CLADE E HIV-1437060 IN HUMAN PBMC'S

BY FPA

Raw Data (FPA)

RT Activity {CPM

e

- “Cong {patet) - LI I R Rt T R R L DER B A0 L
PLE B £484.0 G512.0 15453 0 8725.0 6648.0 5845.0 2547.0 905.0 715.0 542.0
D), 17733.58 166820 GOTEL 6610.0 6136.0 45600 3756.0 1628.0 202.0 174.0
6697 5 9472.0 5760.0 4114.0 $655.0 3295.0 1744.0 574.0 156.0 210.0

TOXICITY VALUES (XTT - O. D. @ 450/650 nm)
o s ——— : .
2027 1.763 1,231 1.353 1,695 1.576 1.765%
2.607 Z.470 2120 1.565 2,131 1.844 2.029
2168 2,047 1,806 1877 1.53¢ 2,002 2,054
Virus: Hiv-1 Clade: E Technician: LuYang Setup Date: 6/13/14
Strain: 93THOGD Cells: HURMAN PEMC'S PE: Tracy Hartman Read Date: 6/20/14
Tropism: RS Project #: 306 Client: CJsc
Test Compound: FPA
25% 50% 95%
EC (uM) 0.0594 1.09 23.8
TC (L) 1.54 >100 >100
Therapeutic Index (Ti) 25.93 >81.74 >4.20
Antiviral Test Values Cytotoxicity Test Values
Conc | Mean RT % Virus Mean OD @ 450/650 % Cell
wg/m) | Activity | ¥ PV | Control nm St Dev- | viability
0 10971.7 5923.7 100.00 2.267 0.152 100.00
0.01 10891.0 5228.0 89.26 2.267 0.302 99.99
£.032 10256.0 5192.1 93.48 1.834 0.080 80.89
0.101 6484.3 2310.1 50.10 1.971 0.208 86.91
0.32 7484.3 1806.6 68.22 2.100 0.347 92.62
1 5700.0 2848.0 51.95 1.722 0.455 75.84
318 2B80.3 1013.2 24.43 1.665 0.306 73.43
9.99 1135.7 7059 10.35 1.888 0.310 83.26
31.8 357.0 30¢.2 3.25 1.871 0.266 82.50
100 308.7 202.9 2.81 1.954 0.161 85.17

PERCENT OF VIRUS CONTROL
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INHIBITION OF CCR5 TROPIC CLADE E HIV-1g371050 IN HUMAN PBMCS
BY AZT

Raw Data (AZT)
RT VALUES (CPW)

“Conc it ] .0 1. boos | oot fegse i e | em G a
5873.5 5182.0 3855.0 G920 385.0 188.0 238.0
6801.0 2338.0 1243.0 2980 226.0 212.0 176.0
84835 4324.0 33290 2740 248.0 234.0 164.0

TOXICITY VALUES (XTT - O. D. @ 450/650 nm)

o omes i Spol 00320 0 0401 B R
14996 21571 1.8227 2.0286 24200 1.6559 1.6252
1.7400 20855 18188 1.8447 1.8053 1.8043 1.8161
1.8645 20011 24721 1.7785 1.7083 16364 17097
Virus: Hiv-1 Clade: E Technician: Lu Yang Setup Date: 10/23/13
Strain: 93THO6O Celis: HUMAN PBMCS Pli; Tracy Hartman Read Date: 10/30/13
Tropism: CCR5 Project #: 306-01-02 Client: CISC
Antiviral Compound: AZT
25% 50% 95%
EC (pM) <(.00300 0.00445 0.0577
TC {ph) >1.0 >1.0 >1.0
Therapeutic Index (TI) >333.33 =224.72 >17.33
Antiviral Test Values Cytotoxicity Test Values
Mean % Virus |Mean OD @ 450/650 % Cell
Conc (M) RLU StDev. | control nm St Pev- | yiabitity
0 7086.0 1314.79799 100.00 1.701 0.185547 | 100.00
0.003 3948.0 1458 80636 55.72 2.085 0.078573 | 122.53
0.01 2709.0 12746121 38.23 1.938 0.202861 113.21
0.032 421.3 23471117 5.95 1.883 0.128468 | 110.70
0.101 280.7 93.6012943 410 1.878 0.215229 | 110.38
0.32 2147 18.1475435 3.03 1.743 0.13487 102.42
1 192.7 39.715656 272 1.817 0.107753 | 106.80
INHIBITION OF CCR5 TROPIC CLADE E HIV-1g57,060 IN HUMAN PBMCS BY AZT
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INHIBITION OF R5 TROPIC CLADE E HIV-1g574060 IN HUMAN PBMC'S

BY AZT

Raw Data {AZT)

on ] lneon 0895 982
81840 2903.0 6016 0 3315.0 8970 576.0 218.0 2040 2140
77535 5077.0 7660.0 5011.0 440 2620 3340 2160 3840 4360
6697 5 19647.0 8195.0 2672 0 2780.0 8670 4940 464.0 264.0 184.0

TOXICITY VALUES {XTT - O. D. @ 450/650 nm)
sy >

2-;25 2651 2693 1.871 2,238 2.338
2,326 2024 2,153 2639 2,180 3378
2.202 2185 2.344 2287 2.831 2.220
Virus: HIV-1 Clade: C Technician: Lu Yang Setup Date: 6/13/14
Strain: 93THOBO Cells: HUMAN PEMC'S Pl Tracy Hartman Read Date: 6/20/14
Tropism: RS Project #: 306 Client: CIsC
Test Compound: AZT
25% 50% 95%
EC (pM) 2.31E-04 5.24E-04 0.0145
TC {aM) >1.0 >1.0 >1.0
Therapeutic Index (T »4329.00 >1908.40 >68.97
Antiviral Test Values Cytotoxicity Test Values
Conc | Mean RT % Virus Mean OD @ 450/650 % Cell
(wgiml) | Activity | St P | Control nm St Dev- 1 yiability
0 10971.7 5923.7 100.00 2.267 0.152 100.00
0.0001 | 11208.0 7663.8 102.16 2.230 0.400 98.35
0.6003 72913 1136.8 66.48 2.916 0.616 128.60
0.0009 37327 1129.0 34.02 2.484 0.387 109.56
0.003 1507.7 1378.0 13.74 2.280 0.331 101.01
0.01 625.3 303.9 570 3.1585 0,418 138.15
0.032 384.7 94.8 3.5 2.397 0.274 105.70
0.101 299.3 142.8 2.73 2.269 0.385 100.07
0.32 284.0 98.5 2.59 2.416 0.360 106.56
1 278.0 139.4 2.54 2 645 0.637 116.65
INHIBITION OF RS TROPIC CLADE E HIV-lg3y,050 IN HUMAN PBMC'S BY AZT
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INHIBITION OF R5X4 TROPIC CLADE E HIV-1g37,1051 IN HUMAN PBMCS

BY FPA

Raw Data (FPA)

RT VALUES (CPM)

i e o 16 . oge A aus
8565.5 51830 6570.0 2219.0 3080 3840
84785 6564.0 5325.0 24540 350.0 360.0 336.0
6591 5 69770 4320 1685.0 3840 3300 280.0

TOXIGITY VALUES (XTT - O. D. @ 450/650 nm)
3
16678 1.8607 17149 1.3858 1.5226 1.4133
1.7400 1.4835 1.5089 1 5060 1.4658 1.3620 1.3394
1.8845 14718 16633 4.4547 1.2802 1.5807 1.3952
Virus: HIv-1 Clade: £ Technician: Lu Yang Setup Date: 106/23/13
Strain: 93THOS51 Cells: HUMAN PBRCS Pl Tracy Hartman Read Date: 10/30/33
Tropism: R5X4 Project #: 306-01-02 Client: CJsc
Antiviral Compound: FPA
25% 50% 95%
EC (M) 1.17 213 63.6
TC (UMW) =100 =100 =100
Therapeutic Index {T1) >85.47 >46.05 =1.57
Antiviral Test Values Cytotoxicity Test Values
Mean % Virus | Mean OD @ 450/650 % Cell
Conc {pM) RLU St. Dev. Control i St. Dev. Viability
0 65452 59.1805148 100.00 1.701 0.185547 § 100.00
0.32 7608.0 1372.93882 116.24 1.534 0.1158631 90.19
1 5342.7 1218.59605 §1.63 1.577 0.079459 92.69
3.16 2187.3 283.828 33.42 1.559 0.137825 91.81
9.98 384.0 17.7763888 5.87 1.377 0.083094 80.95
31.6 358.0 27.0554085 5.47 1.488 0.113283 87.49
100 307.3 253245580 4.70 1.383 0.038518 81.27
JINHIBITION OF R5X4 TROPIC CLADE E HIV-1y37,55 1N HUMAN PEMCS BY FPA
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INHIBITION OF R5X4 TROPIC CLADE E HIV-1457455; IN HUMAN PBMC'S

BY FPA
Raw Data {FPA)
RT Activity (CPM
" Cone fugiml] - 0.0% . 0050 ey o] T 10 as T
; ' 1369468 11032.0 11060 131080 12073.0 T743.0 4045.0 236.0 200.0 240.0
10611.5 1i375.0 i18962.0 13767.0 12658.0 8717.0 ©0E4.0 212.0 1720 185.0
10440.0 9236.0 10420.0 11182.0 10974.0 7705.0 2817.0 316.0 172.0 178.0

TOXICITY VALUES (XTT - 0. D.

@ 450/650 nm)

: 0301 ; D84
2.444 2027 3.742 1788 1.783 1.231 1.963 1.576 1.769
2.15% 2 607 1.879 1.812 2.470 2130 Z.151 1.844 2.029
2.203 2.168 1.862 2.201 2.047 1.805 1.538 2002 2.054
Virus: Hiv-1 Clade: E Technician: Lu Yang Setup Date: 6/13/14
Strain: 93THOS1 Celts: HUMAN PEMC'S Pi: Tracy Hartman Read Date: 6/20/14
Tropism: REX4 Project #: 306 Client: CIsC
Test Compound: FPA
25% 50% 95%
EC (uM) 0.806 1.96 8.03
TC (pM) 1.54 >100 >100
Therapeutic index (Ti) 1.70 >51,02 >11.07
Antiviral Test Values Cytotoxicity Test Values
Conc | Mean RT % Virus Mean OD @ 450/650 % Cel
tugml) | Activity | S P | Control A St DeV- 1 yiability
G 11632.3 1753.3 100.00 2.267 0.152 100.00
0.01 10547.7 1148.8 20.68 2.267 0.302 99.99
0.032 11165.7 768.2 85.99 1.834 0.080 80.89
0.101 127187 1358.3 109.31 1.971 0.208 86.91
0.32 122487 1371.0 105.30 2.100 0.347 92.62
1 8388.3 1150.8 7211 1.722 0.455 75.94
3.16 3982.0 1134.8 34.23 1.6G5 0.306 73.43
.99 2547 54.5 2.19 1.888 0.310 83.26
3186 181.3 16.2 1.56 1.871 0.266 82.50
100 2020 33.3 1.74 1.954 0.161 86.17

PERCENT OF VIRUS CONTROL
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INHIBITION OF R5X4 TROPIC CLADE E HIV-1457405; IN HUMAN PBMCS
BY AZT

Raw Data (AZT}

RT VALUES (CPM)
g opes ol et o) T o0 TR B R
GH66.5 4878.0 1553.0 1159.0 564.0 3820 360.0
64785 2958.0 1837.0 842.0 434 0 324.0 358.0
6581.5 5129.0 $36.0 676.0 514.0 480.0 404.0
TOXICITY VALUES {XTT - O. D. @ 450/650 nm)}
0 - ooos n032 1o ow .
1.4885 21571 1.8227 20265 2.1200 1.6969 1.9252
1.74060 2.0858 1.6188 1.8447 1.8053 1.8943 1.8161
1.8645 2.0011 24721 1.7785 1.7083 1.6364 1.7087
Virus: HIV-1 Clade: E Technician: Lu Yang Setup Date: 10/23/13
Strain: 93THOS51 Celis: HUMAN PBMCS Pl Tracy Hartman Read Date: 10/30/13
Tropism: R5X4 Project #: 306-01-02 Client: CIsC
Antiviral Compound: AZT
25% 50% 95%
EC {uM) <0.00300 0.00458 >1.0
TC (M) =1.0 =>1.0 >1.0
Therapeutic Index (T1) >333.33 »>218.34 I
Antiviral Test Values Cytotoxicity Test Values
Mean % Virus |Mean OD @ 450/650 % Cell
Conc (M) RLU St. Dev. Control nm 5t. Dev. Viability
G 65452 | 58.1805148 100.00 1.701 0.185547 | 100.00
0.003 43217 | 1187.61961 66.03 2.085 0.078573 | 122.53
0.01 1342.0 | 627.687024 20.50 1.938 0.202861 | 113.91
0.032 892.3 245.402391 13.63 1.883 0.128468 | 110.70
0.101 504.0 65.5743852 7.70 1.878 0.215229 | 110.28
0.32 402.0 83.4505842 8.14 1.743 0.13487 102.42
1 374.0 26 5.71 1.817 0.107753 | 108.80
INHIBITION OF R5X4 TROPIC CLADE E HIV-145;,05, IN HUMAN PBMCS BY AZT
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INHIBITION OF R5X4 TROPIC CLADE E HIV-1g37,05; IN HUMAN PBMC'S

BY AZT

Raw Data (AZT}

3 ;ﬂ._ A

2,000

10,0003

 conc s o7 PR
SAMPLEA. 136455 7327.0 20410 74350 EGE5.0 24B7.0 1325.0 A46.0 246.0 222.0
i0811.5 8417.0 93210 6247 .0 71180 12410 6300 434.0 258.0 222.0

15440.0 B493.0 11560.0 G381.0 4869.0 1911.0 1.0 7360 2800 200.0

TOXICITY VALUES (XTT - Q.

. @ 450/650 nm

2.441

créerbee

2238

2338

2.0z 18671
7159 1.787 3,164 2325 253G 2,180 3378
2.203 2 587 2.210 2.202 Z2.267 2,831 2.220
Virus: Hiv-1 Clade: £ Technician: Lu Yang Setup Date: 6/13/14
Strain; 93TH0S51 Celis: HUMAN PBRMC'S Pl: Tracy Hartman Read Date: 6/20/14
Tropism: REX4 Project it: 306 Chient: CisC
Test Compound: AZT
25% 50% 95%
EC (uM) <0.0001  0.00307 0.0899
TC (M) >1.0 =1.0 >1.0
Therapeutic Index {T) >10000.00 =32573 >11.12
Antiviral Test Values Cytotoxicity Test Values
Conc | Mean RT % Virus Mean OD @ 450/650 % Cell
wgml) | Activity | -t P®Y | Control ng St Dev. | yiability
0 11632.3 1753.3 100.00 2.267 0.152 100.00
0.0001 8079.0 8524 659.45 2230 0.400 98.35
0.0003 9974.0 1380.6 85.74 2.916 0.618 128.60
0.0008 6687.7 650.7 57.49 2.484 0.387 109.56
0.003 5884.3 1140.3 50.59 2.290 0.331 101.01
0.01 2203.0 1165.8 18.94 3.155 0.416 139.15
0.032 958.7 348.0 8.24 2.397 0.274 105.70
0.101 539.3 172.2 4.64 2.269 0.385 100.07
0.32 258.0 28.0 2.22 2.418 0.36C 106.56
1 2147 12.7 1.85 2.645 0.637 116.65

PERCENT OF VIRUS CONTROL

INHIBITION OF R5X4 TROPIC CLADE E HIV-1g4105¢ IN HUMAN PBMC'S BY AZT
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INHIBITION OF CXCR4 TROPIC CLADE E HIV-1¢py02 IN HUMAN PBMCS
BY FPA

Raw Data (FPA)}
RT VALUES {CPM)

Concpgity 4 .0 o f esz o} PR BTN R T e
CSAMRLES 10730 24400 19190 652.0 6.0 18.0 6.0
2381.0 2276.0 11330 406.0 12.0 16.0 40
15135 1992.0 12610 496 0 24.0 12.0 20

TOXICITY VALUES (XTT - O. D. @ 450/650 nm)

S0 e edg e s e T e T e e
1.4097 18685 1.3560 1.0786 0.6297 0.7851 0.7054
1.262¢ 1.7807 1.427% 1.1466 0.5874 07323 0.6620
1.4450 1.9488 15725 1.0373 0.7135 0.5%14 {0.6508
Virus: Hiv-1 Clade: E Technician: Lu Yang Setup Date: 6/12/13
Strain: CMuo2 Cells: HUMAN PEMCS Pi: Tracy Hartman Read Date: 6/19/13
Tropism: CXCR4 Project #: 306-01-01 Client: asc
Antiviral Compound: FPA
25% 50% 95%
EC {(pgiml) 1.29 2.15 8.59
TC (pg/ml) 3.84 67.3 >100
Therapeutic Index (TI) 2.98 31.30 >11.64
Antiviral Test Values Cytotoxicity Test Values
Mean % Virus Mean OD @ 450/650 % Cell
Conc (ug/ml) | gy St.Dev. | Gontrol nm St Dev. | yiabiity
0 1655.8 665.5149 100.00 1.373 0.09654347| 106.00
0.32 2236.0 226.66275 135.04 1.853 0.09920083| 135.01
1 14443 417 8809 87.23 1.452 0.1102656 | 105.80
3.16 518.0 124.46686 31.28 1.088 0.05519085| 79.23
5.99 17.3 £.1101009 1.05 0.744 0.17308051 54.18
316 15.3 3.0550505 0.93 0.708 0.1043155 51.46
100 4.0 2 0.24 0.6786 0.02568469| 49.24
INHIBITION OF CXCR4 TROPIC CLADE E HIV-Tyu0, IN HUMAN PBMCS BY FPA
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INHIBITION OF CXCR4 TROPIC CLADE E HIV-140, IN HUMAN PBMCS

BY FPA
Raw Data (FPA)
RT VALUES {CPN)
r— T ey T e T T
142858 5 102090 &700.0 4854 .0 3265.0 114.0 104.¢
1244%.0 13645.0 83510 71830 5884.0 134.0 120.0
10880.0 110810 10113 0 7101.0 4256.0 78.0 138.0
TOXICITY VALUES (XTT - 0. D. @ 450/650 nm)
1.4985 18678 1.5607 1.714%9 1.3858 1.6228 7.4133
1.7400 1.4635 1.5086% 1.5080 14658 1.3620 133894
1.66845 14718 1.6833 1.4647 1.2802 1.5807 1.3852
Virus: Hiv-1 Clade: E Technician: Lu Yang Setup Date: 16/8/13
Strain: CMu02 Cells: HUMAN PEMS Pi: Tracy Hartman Read Date: 10/15/13
Tropism: CXCR4 Project #: 306-01-02 Client: CIsC
Antiviral Compound: FPA
25% 50% 95%
EC (pW} 0.842 3.32 27.5
TC (pM) =100 =100 =100
Therapeutic Index (Ti) >118.76 >30.12 >3.64
Antiviral Test Values Cytotoxicity Test Values
Mean % Virus |Mean OD @ 450/650 % Cell
Cone (UM) RLU St.Dev. | o ontrol n(r?'; St Dev. | ity
0 12596.5 | 1680.62518 700.00 1.701 0.185547 | 100.00
0.32 11638.3 17890.2762 92.39 1.534 0.115631 90.19
1 9058.0 | 929.246469 71.91 1.6577 0.079459 92 69
3.16 6379.3 1321.61353 50.64 1.550 0.137825 91.61
.99 4468.3 1322.34804 35.47 1.377 0.093094 80.95
31.6 108.7 28.37835855 0.86 1.488 0.113283 87.49
100 120.0 16 0.85 1.383 0.038518 81.27
INHIBITION OF CXCR4 TROPIC CLADE E HIV-1.4,0; IN HUMAN PBMCS BY FPA
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INHIBITION OF CXCR4 TROPIC CLADE E HIV-1cpu02 IN HUMAN PBMCS

BY AZT
Raw Data (AZT)
RT VALUES (CPM}
L Cong (M) 0 e R Y TR T ST a2 BN
LUSAMPLEA 1073.0 1207.0 410.0 50.0 26.0 40 50
2381.0 A46.0 190.0 380 24.0 20.0 00
1513.5 925.0 3140 86.0 96.0 82.0 6.0
TOXICITY VALUES {(XTT - 0. D. @ 450/660 nm)
1.4097 20225 14917 16022 11445 13665 0.7054
1.2629 2 1437 1.4541 4 5993 13647 1 5067 $.4730
1.4450 19485 1.4282 14962 1.2369 1.2628 1 5533
Virus: HIV-1 Clade: E Technician: Lu Yang Setup Date: 6/12/13
Strain: MU0z Cells: HUMAN PBMCS PL: Tracy Hartman Read Date: 6/18/13
Tropism: CXCR4 Project #: 306-01-01 Client: cisc
Antiviral Compound: AZT
25% 50% 95%
EC (pV) <0.00300 0.00321 0.0285
TC (uM) >1.0 >1.0 =1.0
Therapeutic Index {ThH >333.33 =»311.53 >35.09
Antiviral Test Values Cytotoxicity Test Values
Mean % Virus |Mean OD @ 450/650 % Cell
Conc (M) RLU St. Dev. Control nm St. Dev. Viability
0 1655.8 665.514901 100.00 1.373 0.086543 | 100.00
0.003 859.3 384.72631 51.90 2.039 0.098002 | 148.53
0.01 304.7 110.29657 18.40 1.458 0.031928 | 106.23
0.032 58.0 24 979992 3.50 1.566 0.08037% | 114.00
0.101 48.7 41.0040648 2.94 1.245 0.105355 90.74
0.32 353 41.1987055 2.13 1.379 0.122263 | 100.50
1 4.7 4163332 0.28 1.247 0.471409 90.87
INHIBITION OF CXCR4 TROPIC CLADE E HIV-1 500, IN HUMAN PBMCS BY AZT
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Virus:
Strain:
Tropism:

PERCENT OF VIRUS CONTROL

INHIBITION OF CXCR4 TROPIC CLADE E HIV-1yy0, N HUMAN PBMCS
BY AZT

Raw Data {AZT)

RT VALUES (CPM)
9 - Cpeos 3 o1 voosz . §oocesors ] e ER
145585 B708.0 55720 G800 2420 180.0 100 O
12441.0 101614.0 519106 G77.0 168.0 108.0 78.0
10830.6 BSE5.0 8616.0 11630 276.0 130.0 64.0
TOXICITY VALUES (XTT - 0. D. @ 450/650 nm)
S BEMEPY YIRS EaNER T VST B BTV B o B N
14985 21571 1.8227 20266 21200 1 6969 1.8252
1.7400 20985 1.8188 1.8447 1.8053 1.B8843 1.8161
1.8845 2.0011 21721 1.7785 1.7083 1.6364 1.7097
Hiv-1 Clade: E Technician: Lu Yang Setup Date: 10/8/13
ChiUo2 Cells: HUMAN PBMCS Pl Tracy Hartman Read Date: 10/15/13
CXCR4 Project #: 306-01-02 Client: CIsC
Antivirai Compound: AZT
25% 50% 95%
EC (pM) <0.00300 0.0103 0.0525
TC (UMW) =1.0 >1.0 =10
Therapeutic Index (Ti) >333.33 =07.09 >19.05
Antiviral Test Values Cytotoxicity Test Values
Mean % Virus |Mean OD @ 450/650 % Cell
C . . . .
onc (M) RLU StDev. | ¢ ontrol nm St Dev. | bty
0 12596.5 | 1689.62518 100.00 1.701 0.185547 | 100.00
0.003 8612.7 1598.13402 68.37 2.085 0.078573 | 122.53
0.01 6435.3 1902 95463 51.09 1.938 0.2028861 113.91
0.032 940.0 233.707082 7.46 1.883 0.128468 | 110.70
0.101 218.7 543077649 1.74 1.878 0.215229 | 110.38
0.32 139.3 36.8952509 1.11 1.743 0.13487 102.42
1 80.7 18.1476435 0.64 1.817 0.107753 | 106.80
INHIBITION OF CXCR4 TROPIC CLADE E HiV-1yy,. IN HUMAN PEMCS BY AZT
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INHIBITION OF CCR5 TROPIC CLADE F HIV-1g35p020 IN HUMAN PBMCS

BY FPA
Raw Data (FPA)
RT VALUES {CPM)
Cons (M} - o Tpazr ) sl i aae R T 100
i SAMFLE R 111681.8 G800 57250 3757.0 8750 120.0 800
; 93775 9427 .0 77200 41830 1505.0 S2.0 140.0
10882.0 10317.0 41150 3963.0 8590 142.0 60.0
TOXICITY VALUES (XTT-0.D. @ 4501650 nm)
o 1 esz ] o4 1 ass b ass oloane i iaee
14895 16678 1.8607 1.714%8 1.3858 T 5226 14133
1.7400 14635 1.5089 15080 7 4858 $.3620 1.3394
1.8645 14718 1.6633 14547 12802 1.5807 1.3852
Virus: HIv-1 Clade: F Technician: Lu Yang Setup Date: 10/8/13
Strain: 93BR0O2S Cells: HURMAN PBMCS Pi: fracy Hartman Read Date: 10/15/13
Tropism: CCR5 Project #: 306-01-02 Client: CIsC
Antiviral Compound: FPA
25% 50% 95%
EC {pM) 0.850 2.09 19.6
TC (puM) =100 =100 =100
Therapeutic Index (T1) >117.656  >47.85 =>5.10
Antiviral Test Values Cytotoxicity Test Values
Mean % Virus {Mean OD @ 450/650 % Cell
Conc (M) RLU St.Dev. | ¢ ontrol nm St Dev. | viability
0 10480.3 | 966.750269 100.00 1.701 0.185547 | 100.00
0.32 9901.3 | 447.890984 94.48 1.534 0.115631 90,19
1 7520.0 1703.82658 71.75 1.8577 0.07945% 92.69
3.16 3967.7 |213.038338 37.86 1.65G 0.137825 91.61
9.9 1093.0 357.004202 10.43 1.377 (.093084 80.95
31.6 118.0 25.0509282 1.13 1.488 0.113283 87.4%
100 933 41.63332 0.89 1.383 0.038519{ 81.27
INHIBITION OF CCRS TROPIC CLADE F HIV-1 55000, IN HUMAN PBMCS BY FPA
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INHIBITION OF CCR5 TROPIC CLADE F HIV-1g43p026 IN HUMAN PBMC'S

BY FPA

Raw Data [FPA)}

RT Activity (CPM

R RS CLp.03E 2

GBS 7535.0 19546.0 25Bt .0 5228.0 2278.0 2160.0 2060 124.0 154 .0
G870.5 25(8.0 7591.0 2583.0 8572.0 3812.0 3265.0 38550 100.0 120.0
7657.5 3827.0 10414.0 9276.0 5662.0 14232.0 0390 166.0 100.0 92.0

@ 450/650 nm)

1676

2.44% 1742 1.748% 1.783 1231 1.253 1.683 1.768
2158 1.67% 1.917 2.470 2,130 1,955 2.1 1.944 2.034
2.20% 1.8B2 2,201 2.047 1.805 1.877 7539 2.092 2.054
Virus: HIV-1 Clade: F Technician: Lu Yang Setup Date: 6/13/14
Strain: 93BRC2S Cells: HURAN PBMC'S Pl Tracy Hartman Read Date: 6/20/14
Tropism: CCRS Project #: 306 Client: CJsC
Test Compound: FPA
25% 50% 95%
EC (uM) <0.0100 1.75 234
TC (uM) 1.54 >100 =100
Therapeutic Index ({T1) >154.00 >57.14 >4.27
Antiviral Test Values Cytotoxicity Test Values
Conc | Mean RT % Virus Mean OD @ 450/650 % Cel}
woimt | Activity | SY PV | Control nm St Dev. + \iability
0 8011.5 1178.5 100.00 2.267 0.152 100.00
0.01 4643.3 2582.2 51.53 2.267 0.302 98,99
0.032 12517.7 6249.9 138.91 1.834 0.08C 80.89
¢.101 48147 3858.4 53.43 1.871 0.208 86.91
0.32 7450.7 1851.4 83.12 2.100 0.347 92.62
1 6774.0 6504.2 75.17 1.722 (0.455 75.94
3.16 2128.0 1173.3 23.61 1.665 0.306 73.43
9.99 14158.7 2112.5 1571 1.888 0.310 83.26
316 108.0 13.9 1.20 1.871 0,266 82.60
100 115.3 21.4 1.28 1.954 0.161 86.17
INHIBITION OF CCRS TROPIC CLADE F HIV-1g:5p00 IN HUMAN PBMC'S BY FPA
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INHIBITION OF CCR5 TROPIC CLADE F HIV-14354029 IN HUMAN PBMCS

BY AZT
Raw Data {AZT)
RT VALUES (CPM)
T Gometit 1 . @ 1 _ .o@es. . 1. o6t . 1 9832 | ceter ) es ]
AMP 111615 7530.0 5883.0 266.0 2800 166.0 1140
9377 5 83180 3505.0 1801.0 304.0 200.0 1200
10682 0 7182.0 3495 0 9650 2840 276.0 1180
TOXICITY VALUES (XTT - O. D. @ 450/650 nm)
R P N T T R T
4.4995 21871 1.8327 2.0266 21200 1 6968 1.9282
1.7400 2.0955 18168 1.8447 16053 1.8943 18161
1.6545 2.0011 24721 1.7785 1.7083 1 6364 1.7067
Virus: Hiv-1 Clade: F Technician: Lu Yang Setup Date: 10/8/13
Strain: 938R0O2S Cells: HUMAN PRMCS Pl Tracy Hartman Read Date: 10/15/13
Tropism: CCRS Project #: 306-01-02 Client: CisC
Antivirat Compound: AZT
25% 50% 95%
EC (pM) <0.00300 0.00727 0.0697
TC (uiV) >1.0 =1.0 >1.0
Therapeutic index (T} »333.33 =>137.55 >14.35
Antiviral Test Values Cytotoxicity Test Values
Mean % Virus |Mean OD @ 450/650 % Cell
Cone (UM) RLU St. Dev Control nm St. Dev Viability
€] 10480.3 | 966.750269 100.00 1.701 0.185547 100.00
0.003 7878.7 582.028636 73.25 2.085 0.078573 122.53
0.01 4361.0 1163.09415 41.61 1.938 0.202861 113.91
0.032 1010.7 768.518271 9.64 1.883 0.128468 110.70
0.101 2027 12.0654275 279 1.878 0.216229 110.38
0.32 214.C 56.3205114 2.04 1,743 0.13487 102.42
1 117.3 3.05505046 1.12 1.817 0.107753 | 10B.80
INHIBITION OF CCRS TROPIC CLADE F HIV-1g5500:¢ IN HUMAN PEMCS BY AZT
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INHIBITION OF CCR5 TROPIC CLADE F HIV-1g350000 IN HUMAN PBMC'S

BY AZT

Raw Data [AZT}

RT Activity (CPM)

- 50001

T eows

0,008

0esR

PR

Tom ]

O

e N T T
FPLE 4. GE0G.5 118110 12480.0 S666.0 27780 7600 330.0 144.0 §2.0 14G.0
g570.8 20700 1143.0 28700 $10.0 214.0 116.0 1920 128.0 136.0
7657.% 4663.0 14768.0 56530 2051.0 i035.0 158.0 172.0 128.0 128.0
D. @ 450/650 nm

17 o001

XICITY VALYES {XTT - 0.

003

2.336 3.344 2,526 2.693 2.236 2.336
1.767 3.194 2.325 2.024 21583 2.639 2,180 3378
2,567 2210 2202 2165 2 344 2.297 2831 2220
Virus: Hiv-1 Clade: F Technician: Lu Yang Setup Date: 6/13/14
Strain: 93BRO29 Cells: HUMAN PEMC'S Pl: Tracy Hartman Read Date: 6/20/14
Tropism: CCRS Project #: 306 Client: Cisc
Test Compound: AZT
25% 50% 95%
EC (pM) <0,0001 9.86E-04 0.0174
TC (uM) >1.0 >1.0 >1.0
Therapeutic Index (TI} >10000.00 >1014.20 >57 47
Antivirat Test Values Cytotoxicity Test Values
Conc | Mean RT % Virus Mean OD @ 450/650 % Celi
(Hg/mi) | Activity St. Dev Control nm St. Dev Viability
0 2011.8 1178.5 10C.00 2.267 0.152 100.00
0.0001 6188.0 5041.9 68.67 2.230 0.400 98.35
0.0003 8467.0 7298.2 105.05 2.916 0616 128.60
0.0009 4729.7 1610.5 52.48 2.484 0.387 109.56
0.003 17787 1158.1 19.75 2.290 0.331% 101.01
0.01 6876.3 420.2 7.51 3.1585 0.416 139.16
0.032 202.0 11286 2.24 2.397 0274 105.70
0101 169.3 24.1 1.88 2.2569 0.385 100.07
0.32 i12.7 26.6 1.25 2.4186 0.360 106.56
i 1368.7 9.0 1.52 2,645 0.637 116.65
INHIBITION OF CCRS TROPIC CLADE F HIV-Tgygrs IN HUMAN PBMC'S BY AZT
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INHIBITION OF CXCR4 TROPIC CLADE B/F HIV-1g35p010 IN HUMAN PBMCS

BY FPA
Raw Data {FPA)
RT VALUES (CPM)
copcgutyy - ] o 032 - ) o1} 346 pos | 316 |- o0
: 27200 29EB0 1801 0 1455.0 T1i0 146 .G 112.0
32110 2860.0 2365.0 1149.0 747 0 168.0 78.0
33050 2957.0 2196 0 13130 7580 178.0 1080
TOXICITY VALUES {(XTT - 0. D. @ 450/650 nm)
gl Coigaz ooy e e e o e ] e
1,485 1.6678 1.5607 17149 1.3858 16226 1.4133
1.7400 1.4635 1.5069 1.5050 1.4658 13620 1.3394
1.8845 1.4718 16633 1.4547 12802 1.5807 13952
Virus: HIV-1 Clade: B/F Technician: Lu Yang Setup Date: 10/8/13
Strain: 93BRO19 Celis: HUMARN PBRCS P Tracy Hartman Read Date: 10/15/13
Tropism: CXCR4 Project #: 306-01-02 Client: cisc
Antiviral Compound: FPA
25% 50% 95%
EC (uM) 0.805 2.34 35.9
TC (W) =100 =400 >100
Therapeutic Index (T1) >»124.22  >42.74 >2.79
Antiviral Test Values Cytotoxicity Test Values
Mean % Virus |Mean OD @ 450/650 % Cell
Conc (M) RLU St. Dev. Control nm St. Dev. Viability
0 3078.7 314.150176 100.00 1.701 0.185547 | 100.00
0.32 20383 | 68.8464371 95.44 1.834 0.115631 80.19
1 2161.0 244 386988 70.19 1.5677 0.079459 92.6%9
3.16 1320.3 175.11562 42 8% 1.55¢ 0.137825 91.61
9.99 754.3 41.4889544 24 50 1.377 0.093094 80.95
31.6 160.7 16.1658075 522 1.488 0.113283 87.49
100 99.3 18.5831465 3.23 1.383 0.038519 81.27
INHIBITION OF CXCR4 TROPIC CLADE B/F HIV-1g,0501 IN HUMAN PBMCS BY FPA
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INHIBITION OF CXCR4 TROPIC CLADE F HIV-1435p010 IN HUMAN PBMC'S

BY FPA

Raw Data [FPA)

RT Activity (CPM

S

12040 5 0777 .0 12044.0 11761.0 12834.0 10803.0 6182.0 1865.0 i34.0 s2.0
97455 10734.0 9883.0 B201.0 11625.0 121160 52140 2664.0 126.0 82.0
103850 89750 11218.0 14555.0 11050.0 11769.0 TEI5.0 3531.0 114.0 68.0

PERCENT OF VIRUS CONTROL,

OXICITY VALUES (XTT - O. D.

01

@ 450/650 nm)

2.027

1760

BioSciences

2.441 1742 1,798 1783 1.5676
Z.150 2.607 1,679 1.2 2470 2.130 1.8¢5 2.131 1,844 2039
2203 2.168 1.882 2.20 2.047 1.805 1677 1.539 2.082 2.054
Virus: 14Iv-1 Clade: F Technician: tu Yang Setup Date: 6/13/14
Strain: 93BRO1Y Cells: HUMAN PRMCS 21 Tracy Hartman Read Date: 6/20/14
Tropism: CXCR4 Project #: 306 Chient: CIsC
Test Compound: FPA
25% 50% 95%
EC (M) 2.20 4.38 26.3
TC (pM} 1.54 >100 =100
Therapeutic index {T1) 0.70 >22.83 >3.80
Antiviral Test Values Cytotoxicity Test Values
Conc | Mean RT % Virus Mean OD @ 450/650 % Cell
twaimt) | Activity | % PV | control nm St Deve | yiability
o 10740.3 1212.2 100.00 2.267 0.152 100.00
0.0 10497.0 452.5 97.73 2.267 0.302 99.99
0.032 10981.7 1198.1 102.25 1.834 0.080 80.8¢
0.101 11615.7 3185.9 107.22 1.971 0.208 86.91
0.32 11871.0 865.0 110.83 2100 0.347 92.62
1 115627 £80.4 107.66 1.722 0.455 75.94
3.18 6433.7 1356.7 £59.90 1.665 0.306 73.43
9.99 2688.7 8§33.2 25.01 1.888 0.310 83.26
316 1247 1G.1 1.16 1.871 0.266 82.50
100 84.0 13.9 0.78 1.854 ¢.161 86.17
INHIBITION OF CXCR4 TROPIC GLADE F HIV-15,55000 IN HUMAN PBMC'S BY FPA
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INHIBITION OF CXCR4 TROPIC CLADE B/F HIV-1g358010 IN HUMAN PBMCS
BY AZT

Raw Data {AZT}
RT VALUES [CPM)

| Gong ) o 3 " gaos. 1. oot o eesz. o] cwoser | vax o 4
23200 22600 1537.0 4660 164 0 144.0 106.0
32110 1531.0 14550 406 0 2600 186.0 116.0
33050 2264 0 1146.0 6200 2380 1100 1120

TOXICITY VALUES (XTT - O. D. @ 450/650 nm)

TG ] s e - ) e T eger g e e e ]
1.4995 21571 1.8227 2 0268 21200 1.6869 1.9252
17400 20855 1.8188 1.8447 1.80563 1.8843 1.6161
18645 2.0011 21721 1.7785 1.7083 16384 1.7087
Virus: Hiv-1 Clade: B/F Technician: Lu Yang Setup Date: 10/8/13
Strain: 93BRO1S Celis: HUMAN PEMCS Pl Tracy Hartman Read Date: 10/15/13
Tropism: CXCR4 Project #: 306-01-02 Client: CIsC
Antiviral Compound: AZT
25% 50% 95%
EC (uh) <0.00300 0.00743 0.290
TC {uhi) =1.0 >1.0 >1.0
Therapeutic Index (TI) >333.33 >134.60 >3.45
Antiviral Test Values Cytotoxicity Test Values
Mean % Virus |Mean OD @ 450/650 % Cell
Cone (M) RLU St.Dev. | ¢ ontrol nm St Dev- | yiabiity
0 3078.7 | 314.150178 100.00 1.701 0.185547 | 100.00
0.003 20260 | 427984813 65.78 2.085 0.078573 | 12253
0.01 1380.3 | 204.452869 44.84 1.938 0.202861 113.91
0.032 498.0 110.102037 16.18 1.883 0.128468 | 110.70
0.101 230.7 33.6055551 7.49 1.878 0.215229 | 110.38
0.32 146.7 38.0701108 4.76 1.743 0.13487 102.42
1 111.3 5.03322298 362 1.817 0.107753 | 106.80

INHIBITION OF CXCR4 TROPIC CLADE BIF HIV-1y3500,0 IN HUMAN PBMCS BY AZT
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BY AZT

Raw Data (AZT)

INHIBITION OF CXCR4 TROPIC CLADE F HIV-1g35r010 IN HUMAN PBMC'S

RT Activity (CPM)

T o=

T a00bt ] 00005 ] . 00008 03 RV BT T IR T 1.

12080.5 6208.0 116440 4880 431480 1BE5.0 26600 526.0 EBO 102.0
9755 5 &768.0 10644 O 4536.0 22600 2472.0 Z346.0 TE0.0 140.0 a%.0
103850 7G23.0 12644 .0 5922.0 aG54.0 G740 11270 1827.0 232.0 520

0l

TOXICITY VALUES (XTT - O. D. @ 450/65¢ nm

2.336

1871

Infectious Disease Research

- BioSciences

2.441 3244 2.9256 2661 2.238 2338
2154 1.787 3184 2.325 2.024 2618 2.634 2.180 3378
2.203 2.567 2.210 2.202 2185 3.038 2.267 2.831 2220
Virus: HIv-1 Clade: F Technician: Lu Yang Setup Date: 6/13/14
Strain: 93BRO1Y Cells: HUMAN PBMC'S Pi: Tracy Hartman Read Date: 6/20/14
Tropism: CXCR4 Project #: 306 Client: CIsC
Test Compound: AZT
25% 50% 95%
EC {uM) B.65E-04  0.00%51 0.194
TC {pM) =1.0 =>1.0 =1.0
Therapeutic index (T1) >1503.76 >662.25 >515
Antiviral Test Values Cytotoxicity Test Values
Conc | Mean RT % Virus Mean OD @ 450/650 % Cell
. . St. Dev. L
{(pg/mt) | Activity St. Dev Control nm v Viability
0 10740.3 1212.2 100.00 2.267 0.152 100.00
0.0001 8206.3 582.5 76.41 2.230 0.400 98.35
0.0003 | 11734.0 8386 109.25 29186 0.616 128.60
0.0009 6652.0 2858.3 61.93 2.484 0.387 109.56
0.003 3680.7 1273.0 3427 2.290 0.331 101.01
0.01 1667.0 913.6 16.52 3.155 0.416 138.18
0.032 2044.3 809.8 19.03 2.397 0.274 105.70
0.101% 1037.7 693.5 9.66 2.269 £.385 100.07
032 153.3 72.9 1.43 2.416 0.360 1086.56
1 94.7 6.4 0.88 2.645 0.637 116.65
INHIBITION OF CXCR4 TROPIC CLADE F HIV-1g,500:5 IN HUMAN PBMC'S BY AZT
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INHIBITION OF CCR5 TROPIC CLADE G HIV-1g; IN HUMAN PBMCS BY FPA

Raw Data (FPA)

RT VALUES (CPM)

CCond figiml) - 8 U as2 EE RN R B T
L BAM 9380 7450 £56.0 154.0 38.0 220 80
25635 1345.0 466.0 126.0 18.0 200 2.0
15716 8410 230.0 238.0 18.0 16.0 16.0
TOXICITY VALUES (XTT - O. D. @ 450/650 nm)
BT BT T T T T T T
RPLE ' 1.4087 1.8585 1.3560 1.0786 0.9297 0765 0 7054
1.2620 1.7507 1.4279 11466 05874 0.7323 0.6620
1.4450 1.9488 1.6725 1.0373 0.7139 0.5914 0.6599
Virus: HIV-1 Cladte: G Technician; Lu Yang Setup Date: 6/12/13
Strain: G3 Cells: HUMAN PBMCS Pl Tracy Hartman Read Date: 6/18/13
Tropisim: CCRS Project #: 306-01-01 Client: cisc
Antiviral Compound: FPA
25% 50% 95%
EC (pg/ml) <0.32000 0.418 827
TC {pg/mi) 3.84 67.3 =100
Therapeutic Index (T} >12.00 161.00 >15.95
Antiviral Test Values Cytotoxicity Test Values
Mean % Virus Mean OD @ 450/650 % Cell
Conc (paimi) RLU St. Dev. Control nm St. Dev. Viability
0 1691.0 810.31236 100.00 1.373 0.00654347( 100.00
0.32 977.3 321.9321¢ 57.80 1.853 0.09920083| 135.01
1 417.3 168.36072 24.68 1.452 0.1102656 105.80
3.16 172.7 58.286648 10.21 1.088 0.05519085 79.23
008 24.7 11.547005 1.46 0.744 0.17308051 54.18
316 19.3 3.0550505 1.14 0.706 0.1043155 51.46
100 8.7 7.0237692 0.51 0.676 0.02568460 | 49.24
INHIBITION OF CCR5 TROPIC CLADE G HiV-14, IN HUMAN PBMCS BY FPA
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INHIBITION OF CCR5 TROPIC CLADE G HIV-15; IN HUMAN PBMCS BY FPA

Raw Data [FPA)

RT VALUES {CPM)
Concid) 1 o CBAZ e g 546 BT BT T
: (A G361.0 £244.0 82660 28400 {670 1800 74.0
94580 12713.0 GBS3 0 41520 2074 0 148.0 76.0
10242.0 4068.0 T672.0 3/O20 1707 .0 166.0 G650
TOXICITY VALUES (XTT-0. D. @ 450/650 nm)
1.4985 1.6678 1.6607 17149 1.3858 1.5226 1.413%
1.7400 1.4635 1.5064 1.5060 1.4G58 13620 1.3394
1.66845 14718 1.6533 1.4547 1.2602 1.5807 1.3452
Virus: Hiv-1 Clade: G Technician: Lu Yang Setup Date: 10/8/13
Strain: G3 Cells: HUMAN PBMCS PI: Tracy Hartman Read Date: 10/15/13
Tropism: CCRS Project #: 306-01-02 Client: cIsC
Artiviral Compound: FPA
25% 50% 95%
EC (uM) 1.10 2.18 25.3
TC (pM} =100 =100 >100
Therapeutic Index {T1} >90.21 »45.87 >3.95
Antiviral Test Values Cytotoxicity Test Values
Mean % Virus |Mean OD @ 450/650 % Cell
Conc (UM} RLU St. Dev. Control nm 5t. Dev. Viability
0] 0684.0 | 486.249936 100.00 1.701 0.1855847 | 100.00
0.32 8341.7 | 4323.32746 86.14 1.534 £.115631 90.19
1 7597.0 709.479387 78.45 1.677 0.079459 92.69
3.16 35631.3 791.505738 36.47 1.558 0.137825 91.61
9.99 1817.0 223.336807 18.76 1.377 0.023094 80.95
316 168.0 21.0713075 1.73 1.488 0.113283 87.49
100 82.0 12.16556251 0.85 1.383 £.03851% 81.27
INHIBITION OF CCR& TROPIC CLADE G HIV-1;, IN HUMAN FBMCS BY FPA
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INHIBITION OF CCR5 TROPIC CLADE G HIV-15; IN HUMAN PBMCS BY AZT

Raw Data (AZT)

RT VALUES {CPM)
" Gone (M) o Clpons . ) a0t 003z Teaet ] el N
- ' 5380 174.0 132.0 26.0 36.0 120 80
2663 & 95 .0 420 220 18.0 80 100
1571.5 4370 108.0 176.0 102.0 104.0 6.0
TOXICITY VALUES {XTT - O. D. @ 450/650 nm}
e ki R BT T R R R
1.4097 20225 14817 18022 1.1445 13685 0.7054
1.2629 21437 14541 16693 1.3547 15067 1.4730
1.4450 1.9485 14282 14962 +.2369 12629 15633
Virus: Hiv-1 Clade: G Technician: Lu Yang Setup Date: 6/12/13
Straim: G3 Celis: HUMAN PBMCS Pi: Tracy Hartman Read Date: 6/19/13
Tropism: CCRS Project #: 306-01-01 Client: ClsC
Antiviral Compound: AZT
25% 50% 95%
EC (pV) <0.00300 <0.00300 0.0177
TC {(pM) >1.0 =1.0 =1.0
Therapeutic Index {TI) >333.33 =333.33 =>56.50
Antiviral Test Values Cytotoxicity Test Values
Mean % Virus |Mean OD @ 450/650 % Cell
Conc {pM) RLU St. Dev. Control m St. Dev. Viability
0 1691.0 8§10.312364 100.60 1.373 0.096543 | 100.00
0.003 2357 178.668221 13.94 2.039 0.088092 148.53
0.01 94.0 46.6047208 5.56 1.458 0.031928 | 1086.23
0.032 74.7 B7.7800281 4.42 1.566 0.060379 114.09
0.101 52.0 44 2266888 3.08 1.245 0.105355 o0.74
0.32 41.3 54.3077649 2.44 1.379 0122263 | 100.50
1 8.0 2 0.47 1.247 0.471409 90.87
iNHIBITION OF CCR5 TROPIC CLADE G HIV-15, IN HUMAN PBMCS BY AZT
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INHIBITION OF CCR5 TROPIC CLADE G HIV-1,; IN HUMAN PBMCS BY AZT

Raw Data (AZT)

RT VALUES (CPM)
- Gone (U] . g Cpo0s 3 tem . o Teesz o | eanu i iesr - -
A 83610 5692.0 2608.0 626.0 2180 114.0 520
44590 7211.0 1924.0 aus 0 244.0 196.0 126.0
10242 0 10067.0 P876.0 6620 2780 1280 6.0
TOXICITY VALUES (XTT-0. D. @ 450/650 nm}
e 0003 | ot o] heese o et e ]
1.4895 21571 18257 7.0268 2.1200 16469 19262
17400 20955 18186 1.8447 1 8053 1.8543 1.8161
1.8645 20011 21721 17785 17063 1.6364 1.7097
Virus: HIV-1 Clade: G Technician: Lu Yang Setup Date: 10/8/13
Strain: G3 Celis: HUMAN PBMCS F Tracy Hartman Read Date: 10/15/13
Tropism: CCRS Project #: 306-01-02 Client: Cisc
Antiviral Compound: AZT
25% 50% 95%
EC (W) 0.00328 0.00577 0.0428
TC (pM) =1.0 >1.0 >1.0
Therapeutic Index (TI) >303.956 =173.31 >23.36
Antiviral Test Values Cytotoxicity Test Values
Mean % Virus |Mean OD @ 450/650 % Cell
Conc (M) RLU St.Dev. | ¢ ontrol nm St Dev. | yiability
0] 9684.0 486.248538 100.00 1.701 0.185547 | 100.00
0.003 7656.7 2221.28799 79.07 2.085 0078573 | 122.53
0.01 2470.3 492.15885 25.51 1.938 0.202861 113.01
0.032 564.7 138.583308 5.83 1.883 0.128468 110.70
0.101 248.7 30.0887576 2.55 1.878 0.215229 | 110.38
0.32 148.0 43.8634244 1.51 1.743 0.13487 102.42
1 105.3 19.7315314 1.09 1.817 0,107753 | 106.80
iNHIBITION OF CCR5 TROPIC CLADE G HIV-1; !N HUMAN PBMCS BY AZT
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INHIBITION OF CCR5 TROPIC CLADE G HIV-1,,g3 IN HUMAN PBMCS
BY FPA

Raw Data (FPA)
RT VALUES {CPM)

e | wspe e g b s ] ese T
§744.0 55510 44360 32520 1777.0 1750 105.0
8439.5 9435.0 5567.0 2888.0 16610 2720 1320
9106.5 8604.0 £346.0 2752.0 1901.0 891.0 125.0

TOXICITY VALUES (XTT - 0. D. @ 450/650 nm}

Syt Tamp Caoo] o aas o e aee ] age
14995 1.6678 1.5607 1.7149 1 3856 18226 14133
1 7400 1.4635 1 5069 1.5080 14658 13620 3364
18545 14718 1.6633 14547 1.2802 15807 +.3952
Virus: HiV-1 Clade: G Technician: Lu Yang Setup Date: 10/8/13
Strain: V1083 Cells: HUMAN PEMCS Pi: Tracy Hartman Read Date: 10/15/13
Tropism: CCRS Project #: 306-01-02 Client: CIsC
Antiviral Compound: FPA
25% 50% 95%
EC (pi) 0.589 1.64 326
TC {4M) >100 >100 =100
Therapeutic Index (TI) >169.78  »60.98 =>3.07
Antiviral Test Values Cytotoxicity Test Values
Mean % Virus |Mean OD @ 450/650 % Cell
Cone (uM) RLU St.Dev. | control ng St Dev. | viability
0 8763.3 333.920025 100.0C 1.701 0.185547 100.00
0.32 7863.3 2045.19054 890.73 1.534 0.115631 90.19
1 5449.7 960.390719 62.19 1.577 0.079459 92.69
3.16 2977.3 242 663004 33.97 1.5589 0.137825 91.61
.90 1876.3 80.5842248 21.41 1.377 0.023094 80.95
316 4470 387.377077 510 1.488 0.113283 87.49
100 122.0 14 1.39 1.383 0.038519 81.27

INHIBITION OF CCRS TROPIC CLADE G HIV-1 ;563 IN HUMAN PBMCS BY FPA
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INHIBITION OF CCR5 TROPIC CLADE G HIV-1,y105: IN HUMAN PBMC'S

BY FPA
Raw Data (FPA)
RT Activity {CPM
e gy T T e T T PG e 1}2? s
525630 24507 0 D440 0 18357 0 240860 18767 .0 12195.0 65830 G82.0 52.0
241620 19362 .0 20646.0 14506 0 23640.0 243790 14862.0 6536.0 564.0 50.0
256345 24228.0 23665.0 32672.0 265580 23981.0 135500 6967.0 1345.0 500

QXICITY VALUES (XTT - O. D

@ 450/650 nm)

1.762

PERCENT OF VIRUS CONTROL

2641 1.231 1.353 1.983 1.576
2,189 1612 2470 2120 1.665 2.131 1.944 2.039
2203 2201 2.047 1.805 1677 1.639 2092 2.054
Virus: HIV-1 Clade: G Technician: Ly Yang Setup Date: 6/13/14
Strain: V1083 Celis: HURMAN PBMC'S PL Tracy Hartman Read Date; 6/20/14
Tropism: CCRS Project #; 306 Client: CISC
Test Compound: FPA
25% 50% 95%
EC {uht} 1.80 4.42 298
TC {pNY) 1.54 >100 >100
Therapeutic index (TH) 0.86 »22 62 >3.36
Antiviral Test Values Cytotoxicity Test Values
Conc | Mean RT % Virus Mean OD @ 450/650 % Cell
tgiml) | Activity | " P&V | Control nm St Dev- | viability
¢ 240498 1643.6 100.00 2.267 0.152 100.00
0.01 22699.0 2893.3 94.38 2.267 0.302 99.89
0.032 25586.7 44235 106.38 1.834 0.080 80.89
0.101 219447 9742.2 91.25 1.9714 0.208 86.91
0.32 24719.0 1614.4 102.78 2.100 0.347 9262
1 22382.3 3120.0 93.07 1.722 0.455 75.94
3.18 13802.3 9347 57.81 1.665 0.306 73.43
9.99 7463.0 1308.8 31.03 1.888 0.310 83.26
316 857.0 4255 3.56 1.871 0.266 82.50
100 50.7 1.2 0.21 1.854 0.161 86.17

0.01
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INHIBITION OF CCR5 TROPIC CLADE G HIV-1jy,053 IN HUMAN PBMCS

BY AZT
Raw Data (AZT)
RT VALUES {CPM)
Conc i) o . 0 0005 ). 001, ] o032z | o b es2 ] 3
CUUShMPLE L §744.0 89520 5489.0 33700 12650 1460 1180
A 84395 7072.0 4346.0 2742.0 434.0 185.0 144.0
9106 5 52230 34510 11930 3700 224.0 128.0
TOXICITY VALUES {XTT - 0. D. @ 456/650 nm)
B e B T T T TN
1 4905 21571 18227 2 0266 2.1200 1 6969 1.9252
47400 2.0956 1.8188 1.8447 1 8053 1.8943 1 8161
1.6645 2 0011 21724 47785 1.7083 1.6364 1.7087
Virus: HiIV-1 Clade: G Technician: Lu Yang Setup Date: 10/8/13
Strain: V1083 Cells: HUMAN PBRICS Pi: Tracy Hartman Read Date: 10/15/13
Tropism: CCR5 Project #: 306-01-02 Chient: CIsC
Antiviral Compound: AZT
25% 50% 95%
EC (M) 0.00523 0.0103 0.181
TC (1MW) =1.0 >1.0 >1.0
Therapeutic Index {TI) =191.20 »97.09 >5.52
Antiviral Test Values Cytotoxicity Test Values
Mean % Virus |Mean OD @ 450/650 % Cell
Conc (M) RLU StDev. | ¢ ontrol n% St Dev. | \ability
0 8763.3 333.920025 100.00 1.701 0.185547 | 100.00
0.003 84157 1171.51199 96.03 2.085 0.078573 | 122.53
0.01 44287 1021.51179 50.54 1,938 0.202861 113.91
0.032 2418.3 1099.81923 2760 1.883 0.128468 | 110.70
0.101 695.7 509.651188 7.94 1.878 0.215229 | 110.38
0.32 1853 39.0042733 2,11 1.743 0.13487 102.42
k| 130.0 13.114877 1.48 1.817 0107753 | 1086.80
INHIBITION OF CCR5 TROPIC CLADE G HIV-1 45 IN HUMAN PBMCS BY AZT
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INHIBITION OF CCR5 TROPIC CLADE G HIV-1y,053 IN HUMAN PBMC'S

BY AZT
Raw Data {AZT)
RT Activity (CPM)
e R R R R T R T TN R e e
223030 222270 134200 i7H57.0 61440 3479.0 1621.0 535.0 1£6.0 £8.0
24162.0 20963.0 225820 14444 0 130860 T476.0 1611.0 1393.0 95.0 70.0
256345 18188.0 19053.0 16716.0 4684.0 4266.0 1197.0 1728.0 6.0 £0.0
TOXICITY VALUES (XTY - 0. D. @ 450/650 nm)
Sl g3 tinaps bos o] e Dinsz. :
2441 233G 3344 2.925 2661t 2693 1.871 2.238 2.338
2,189 1.767 3,164 2325 2.024 2153 265G 2180 3.376
2203 2567 2.210 2,207 2185 2,344 2.207 2 631 2.220
Virus: Hiv-1 Clade: G Technician: Lu Yang Setup Date: 6/13/14
Strain: V1083 Cells: HUMAN PBMC'S Pi: Tracy Hartman Read Date: 6/20/14
Tropism: CCRS Project #: 306 Client: CJsc
Test Compound: AZT
25% 50% 95%
EC (pM) 3.54E-04 0.001G8 0.103
TC (M) >1.0 >1.0 =1.0
Therapeutic Index (TI) >2824.86 >B02.41 >9.71
Antiviral Test Values Cytotoxicity Test Values
Conc | Mean RT % Virus Mean OD @ 450/650 % Cell
St. Dev. t. Dev. -
(wg/miy | Activity |~ %Y | Controt nm s Viability
0 240498 1643.6 100.00 2.287 0.152 160.00
G.0C01 | 20793.0 25233 86.48 2.230 0.400 98.35
0.0003 | 18354.0 46243 76.32 2.916 0.616 128.80
0.0009 | 16239.0 1610.4 67.52 2,484 0.387 109.568
0.003 79747 44949 33.16 2.290 0.331 101.01
0.01 5074.3 2117.0 21.10 3,155 0.416 13915
0.032 1474.3 2454 6.13 2.397 0.274 106.70
0.101 12200 6141 5.07 2,269 0.385 100.07
0.32 116.7 341 G.49 2.416 0.360 106.56
1 62.7 11.0 0.26 2.645 0.637 116,65
INHIBITION OF CCRS TROPIC CLADE G HIV-1,y55; IN HUMAN PBMC'S BY AZT
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INHIBITION OF CCR5 TROPIC CLADE G HIV-1p;3, IN HUMAN PBMCS BY FPA

Raw Data (FPA)
RT VALUES (CPM)

CCemctedt 1 - & .1 o 632 T 36 ] ese o mel e
ISBMPEEY 54900 4182.0 2065.0 17570 1632 0 8630 250.0
4632.0 4003.0 3004 0 2488.0 1908.0 739.0 196.0
3677 6 4453.0 20830 1986.0 1565.0 857.0 150.0

TOXICITY VALUES (XTT - O. D. @ 450/650 nm})

R T B Coaae o) ooeee ] sue il e o
1.45656 16678 1.6607 171498 1.3858 1.5226 1.4133
17400 1.483% 1.5069 1.5080 1.4668 1.3620 1.3344
1.8645 1.4718 16633 1.4547 1.2802 1.5807 1.3952
Virus: HIV-1 Clade: G Technictan: Lu Yang Setup Date: 10/8/13
Strain: RU132 Cells: HUMAN PRMCS Pl Tracy Hartman Read Date: 10/15/13
Tropism: CCRS Project #: 306-01-02 Client: CIsC
Antiviral Compound: FPA
25% 50% 95%
EC (M) 0.6692 2.43 94.5
TC (W) =100 =100 =100
Therapeutic Index (Tl} >149.48  >41.15 =1.06
Antiviral Test Vajues Cytotoxicity Test Values
Mean % Virus |Mean OD @ 450/650 % Cell
Conc (M) RLU StDev. | ¢ ontrol nm St Dev- | yiabitity
0 4586.8 | 960.659973 100.00 1.701 0.185547 | 100.00
0.32 42127 | 226.561986 91.84 1.534 0.115631 90.19
1 3018.3 | 68.6318682 65.80 1.577 0.079458 92 .69
318 2077.0 | 373.899719 4528 1.559 0.137825 91.61
9.99 1704.7 | 181.803007 37.10 1.377 0.093024 80.95
3186 819.7 69.923768 17.87 1.488 0.113283 87.49
100 198.7 50.05330409 4.33 1.383 0.038519 81.27

INHIBITION OF CCR5 TROPIC CLADE G HiV-14,,;, IN HUMAN PBMCS BY FFA
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INHIBITION OF CCR5 TROPIC CLADE G HIV-1g,,5, IN HUMAN PBMC'S

BY FPA

Raw Data [FPA)

RT Activity (CPM

) Sooy o bs2 A0 o] pAg A 36,
115305 147170 14520.0 169656.0 13186.0 14625.0 11480.0 3857.0 3207.0 Z24.0
11832.5 100010 136566.0 18337.0 18759.0 128450 TGEEQ L0G3.0 2158.0 604.0
11860.0 9131.0 16523.0 23388.0 14603.0 18023.0 10163.0 6805.0 26896.0 &70.0

TOXICITY VALUES (XTT - Q. D.

@ 450/650 nm}

i

1.763 1.231 1.353 1.993 1.876 1,769
2470 2430 1.98%5 2.131 1.944 2.03¢
2.047 1.805 1.677 1,559 2.092 2.054
Virus: Hiv-1 Clade: G Technician: Lu Yang Setup Date: 6/13/14
Strain: RU132 Cells: HUMAN PEMC'S Pi: Tracy Hartman Read Date: 5/20/14
Tropism: CCRS Project #: 306 Ciient: CI5C
Test Compound: FPA
25% 50% 95%
EC (M) 4.02 8.54 954
TC (pM) 1.54 =100 =100
Therapeutic Index {TI) 0.38 >11.71 >1.05
Antiviral Test Values Cytotoxicity Test Values
Conc | Mean RT % Virus Mean OD @ 450/650 % Celi
(ngiml) | Activity | St PV | Controt am St Deve | yiabitity
0 11781.0 218.5 100.00 2.267 0.152 100.00
0.01 11283.0 3005.6 9577 2.267 0.302 20.99
0.032 14569.7 929.5 123.67 1.834 0.080 80.85
0.101 20473.7 2613.8 173.79 1.971 0.208 86.91
0.32 15517.0 2895.3 131.71 2.100 0,347 92.62
1 15617.7 3089.3 132.57 1.722 0.455 75.94
3.16 Q777.0 1925.2 82.9% 1.665 0.306 7343
8.99 5275.0 1435.8 44.78 1.888 0.310 83.26
316 2687.0 624.6 22.81 1.871 0.266 82.50
100 499.3 240.7 4.24 1.954 0.161 86.17
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INHIBITION OF CCR5 TROPIC CLADE G HiV-1;,,,3, IN HUMAN PBMCS BY AZT

Raw Data [AZT)
RT VALUES (CPM)

R e IR TR T posz. 1. bany ol ear g
3 53000 3g3s 0 22440 101E0 AE0 1660 112.0
46830 33580 3341.0 $19.0 548.0 186.0 1660
35775 4177.0 1467 O 1247 .0 426.0 2800 186.0

TOXICITY VALUES {XTT - O. D. @ 450/650

G0 cogemes o eer o eese fcipasr ] heme iy o
14895 21571 1.8227 20266 21200 1.68G9 1.8252
17400 2.0955 1.8188 1.8447 1.8053 7.8843 1.8151
1.8645 2.0011 29721 1.7785 1.7083 1.6364 1.7087
Virus: Hiv-1 Clade: G Technician: Lu Yang Setup Date: 10/8/13
Strain: RU132 Cells: HUMAN PBMECS Pk Tracy Hartman Read Date: 10/15/13
Tropism: CCR5 Project #: 306-01-02 Client: CJsC
Antiviral Compound: AZT
25% 50% 95%
EC {uM) 0.00460  0.0106 0.313
TC (pM) >1.0 >1.0 >1.0
Therapeutic index (T1) »217.39  »94.34 >3.19
Antiviral Test Values Cytotoxicity Test Values
Mean % Virus |Mean OD @ 450/650 % Cell
Conc (M) RLU St.Dev. | ¢ ontrol n(r%) St Dev | i bility
0 4586.8 | 960652673 100.00 1.701 0.185547 | 100.00
0.003 4034.7 .| 696,030995 87.96 2.085 0.078573 | 122.53
0.01 2357.3 {932.181492 51.39 1.938 0.202861 113.91
0.032 1080.3 168.633725 2312 1.883 0.128468 | 110.70
0.101 462.0 74.8064168 10.07 1.878 0.215229 | 110.38
0.32 2247 56.7215421 4.90 1.743 0.13487 102.42
1 154.7 38 2798726 3.37 1.817 0.107753 | 106.80

INHIBITION OF CCRS TROPIC CLADE G HIV-1,,;, IN HUMAN PBMCS BY AZT
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INHIBITION OF CCR5 TROPIC CLADE G HIV-14,,5, IN HUMAN PBMC'S

BY AZT

Raw Data [AZT)

RT Activity (CPM)
9 P00 ] - 00003 00008 | ombes ol et o] -opesz . ] oeaet e G
11530.5 AGEG.0 16188.0 11500.0 5403.0 3497.0 1423.0 ABG0 2160 76.0
1183260 123510 12621.0 8460.0 1E65.0 48180 746.0 318.0 172.0 Q.0
11880.0 15071.0 £644.0 69330 4586.0 3126.0 636.0 318.0 85.0 108.0
@ 450/650 nm
g _ L aet BT i pRe ] ;
2.441 2 336 3344 2812 7603 L8 2.238 2338
2 158 1,787 3.184 3618 2,153 2.639 2580 3.378
2203 2.567 2210 3036 2344 2297 2.831 2.220
Virus: HIV-1 Clade: G Technician: Lu Yang Setup Date: 6/13/14
Strain; RUL32 Cells: HUMAN PBMC'S Pl Tracy Hartman Read Date:; 6/20/14
Tropism: CCR5 Project #: 306 Client: CIsC
Test Compound: AZT
25% 50% 95%
EC (ui) 9.28E-04 0.00188 0.0645
TC {(1M) >1.0 >1.0 >1.0
Therapeutic Index (TI) >1077.68 >531.91 >16.50
Antiviral Test Values Cytotoxicity Test Values
Conc | Mean RT % Virus Mean OD @ 450/650 % Cell
(hg/ml) | Activity St. Dev Controt nm St. Dev Viability
G 11781.0 218.5 100.00 2.267 0.152 100.0C
0.0001 | 124727 2558.5 105.87 2.230 G.4C0 98.35
0.0003 | 11987.7 4746.3 101.75 2916 0.616 128.60
0.000g 8964.3 23249 76.09 2.484 0.387 109.56
0.003 3854.7 1854.1 33.57 2.290 0.331 101.¢1
0.01 3820.3 961.7 3243 3.155 0.418 139.15
0.032 835.0 426.2 7.94 2.397 0.274 105.70
0.101 367.3 854 3.12 2.269 0.385 10C.07
0.32 161.3 60.7 1.37 2.416 0.360 106.56
1 91.3 16.0 0.78 2.645 0.637 116.65
INHIBITION OF CCRS TROPIC CLADE G HIV-15,,5, IN HUMAN PBMC'S BY AZT
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INHIBITION OF CCR5 TROPIC CLADE O HIV-1¢0, IN HUMAN PBMCS BY FPA

Raw Data (FPA}

RT VALUES (CPM)

Gofte fugiml) ] .0, 0.32 o1 Caae TR IR ST
J WPLE S 1645.0 2304.0 2236.0 524.0 16.0 80 6.0
14550 19370 1671.0 770.0 12.0 80 12.0
1414.0 1908.0 14510 636.0 4720 12.0 14.0
TOXICITY VALUES (XTT - 0. D. @ 450/650 nm)
B R N BT T T B T T L T
1.4097 1.8565 1.3560 1.0788 09297 ¢.7851 0.7054
%2628 17507 1.4279 1.1468 0.5674 0.7323 06620
14450 1.9488 16725 10373 0.7139 05914 0.8568
Virus: HIV-1 Clade: o} Technician: Lu Yang Setup Date: 6/12/13
Strain: BCFO1 Cetls: HUMAN PBMCS PI: Tracy Hartman Read Date: 6/19/13
Tropism: CCRS Project #: 306-01-01 Client; CISC
Antiviral Compound: FPA
25% 50% 95%
EC (pg/ml) 1.98 2.92 19.5
TC (palml) 3.84 67.3 >100
Therapeutic Index (Th 1.94 23.056 =513
Antiviral Test Values Cytotoxicity Test Values
Mean % Virus Mean OD @ 450/650 % Cell
Conc (pg/ml) RLU 5t. Dev. Control o St. Dev. Viability
0 1504.7 123.24907 100.06 1.373 0.08654347| 100.00
0.32 2050.0 220.41552 136.24 1.853 0.09920983( 135.01
1 1786.0 404.93827 118.70 1.452 0.1102656 105.80
3.16 678.7 81.051424 44.97 1.088 0.05519085 78.23
9.99 166.7 264.4339% 11.08 .744 0.17308051 54.18
316 9.3 2.3094011 0.62 0.7G8 0.1043155 51.46
100 14.0 2 0.93 0.876 (0.02568469 4024
INHIBITION OF CCRS TROPIC CLADE O HIV-1g.e0, IN HUMAN PBMCS BY FPA
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INHIBITION OF CCR5 TROPIC CLADE O HIV-1,¢, IN HUMAN PBMCS BY FPA

Raw Data {FPA)
RT VALUES (CPM}

B T g TR T BT
SAMP 95525 6175.0 6165.0 2666.0 1975.0 5.0 860
800S0 8578.0 50140 3226.0 25100 9290 76.0
58430 7550.0 5317.0 a072.0 2626.0 350.0 840

TOXICITY VALUES (XTT - 0. D. @ 450/650 nm)

R B B R N T e N T N T
1.4585 18678 1.85607 1.714€ 1.3858 1.5226 14133
1.7400 74835 1.50E89 1.5060 1.4658 1.3620 13394
1.8645 1.4718 1.6633 1.4547 1.2802 1.5807 1.3852
Virus: Hiv-1 Clade: 0 Technician: Lu Yang Setup Date: 10/8/13
Strain: BCFO1 Cells: HUMAN PBRCS Pl: Tracy Hartman Read Date: 10/15/13
Tropism: CCR5 Project #: 306-01-02 Client: cJsc
Antiviral Compound: FPA
25% 50% 95%
EC (uM) 0.735 1.92 36.0
TC (pM) =100 >100 =100
Therapeutic Index (Tl) >136.05 =»52.08 >2.78
Antiviral Test Values Cytotoxicity Test Values
Mean % Virus {Mean OD @ 450/650 % Cell
Conc (uM) RLU St.Dev. | control nm St Deve | yiobility
0 8268.2 1570.86698 100.00 1.701 6.185547 ; 100.00
0.32 8102.3 | 518.270521 97.99 1.634 0.115631 90.19
1 5409.0 | 597.175853 66.51 1.577 0.07945% 92.69
216 3095.3 120.703463 37.44 1.659 0.137825 91.61
9.99 23703 347.24679 28.67 1.377 0.093094 80.95
31.6 455.7 430.342112 551 1.488 0.113283 87.49
100 85.3 9.01849951 1.03 1,383 0.038519 81.27

INHIBITION OF CCR5 TROPIC CLADE O HIV-igop IN HUMAN PBNCS BY FPA
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INHIBITION OF CCR5 TROPIC CLADE O HIV-1,, IN HUMAN PBMCS BY AZT

Raw Data (AZT)

RT VALUES (CPM}
_Conc(uM) o 0003 - a0 oo 001 | e e
o SAMPLE Y 16450 2166.0 750.0 5660 56.0 8.0 120
145650 1029.0 344.0 198.0 46.0 14.0 16.0
14140 1760.0 B859.0 4100 56.0 54.0 70.0
TOXICITY VALUES (XTT - 0. D. @ 450/650 hm}
T 7 FTIVNEY My ESSYovSites RNRFETOLEaG ISPt R
1.4097 2.0225 1 4917 16022 14445 1.3685 0.7054
1.262¢ 2.1437 1.4541 1.5993 4.3547 1.5067 1.4730
4.4450 19498 1.4282 1.4982 1.2369 1.2629 1.5633
Virus: Hiv-1 Clade: [e] Technician: Lu Yang Setup Date: 6/12/13
Strain: BCFO1 Cells: HUMAN PBMCS Pl: Tracy Hartman Read Date: 6/19/13
Tropism: CCR5 Project #: 306-01-01 Client: CJsC
Antiviral Compound: AZT
25% 50% 95%
EC (M) 0.00565 0.00888 0.0940
TC {pM) >1.0 =1.0 =1.0
Therapeutic Index (T1) =176.99 >112.87 >10.64
Antiviral Test Values Cytotoxicity Test Values
Mean % Virug {Mean OD @ 450/650 % Cell
Conc (M) RLU St-Dev. | o ntrol nm St. Dev. | o bility
0 1604.7 123.24907 100.00 1.373 0.096543 | 100.00
0.003 1658.3 | 585.161801 110.21 2.039 0.098092 | 148.53
0.01 651.0 271.398231 43.27 1.458 0.031929 | 106.23
0.032 401.3 199.14 1481 26.87 1.566 0.060379 | 114.09
G.101 53.3 6.429100561 3.54 1.245 0.105355 90.74
0.32 253 25.0066658 1.68 1.379 0.122263 | 100.50
1 32.7 32.393415 2.17 1.247 0.471409 90.87
INHIBITION OF CCRS5 TROPIC CLADE O HiIV-15.5,, IN HUMAN PBMCS BY AZT
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INHIBITION OF CCR5 TROPIC CLADE O HIV-1;¢; IN HUMAN PBMCS BY AZT

Raw Data (AZT)
RT VALUES (CPM)

o Conoiiw. 1. 0 ‘o003 4 viopi 4 omsz i omaer .} esr o g
- 9562 5 5068.0 1981.0 1810 4720 58.0 104.0
8009.0 8285.0 33270 1115.0 52.0 80.0 520
G843.0 £192.0 4398.0 £861.0 q22.0 760 550

TOXICITY VALUES {(XTT - O. D. @ 450/650 nm}

Veldn oy S Teeea o ey e O eam ] e
1.4995 21871 1.8227 20266 2.1200 1.886% 1.8252
5.7400 2.0855 1.8188 1.8447 1.8053 1.68843 18161
1.8845 2.0011 21721 17785 1.7083 18364 1.7057
Virus: HIV-1 Clade: o] Technician: tu Yang Setup Date: 10/8/13
Strain: BCFO1 Celdis: HUMAN PBMCS PE Tracy Hartman Read Date: 10/15/13
Fropism: CCRS Project #: 306-01-02 Client: cIsc
Antiviral Compound: AZT
25% 50% 95%
EC (pM) 0.00367 0.00697 0.0769
TC (M) =1.0 >1.0 >1.0
Therapeutic Index (Ti} =272.48  >»143.47 =13.00
Antiviral Test Values Cytotoxicity Test Values
Mean % Virus |Mean OD @ 450/650 % Cell
Conc(uM) | gy | StP® | conyrol nm St Dev- | viapitity
0 8268.2 1570.86698 100.00 1.701 0.185547 | 100.00
0.003 6848.7 | 2184.32812 82.83 2.085 0.078573 | 122.53
0.01 2968.7 1638.16188 35.90 1.938 0.202861 113.91
0.032 1052.3 168.953643 12.73 1.883 0.128468 | 110.70
0.101 215.3 225.018518 280 1.878 6.215229 { 110.38
0.32 747 16.0416126 0.90 1.743 0.13487 102.42
1 70.7 28.9367126 0.85 1.817 0.107753 | 106.80

INHIBITION OF CCR5 TROPIC CLADE O HiV-1ggr,, IN HUMAN PEMCS BY AZT
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INRIBITION OF CCR5 TROPIC CLADE O HIV-15.4,, IN HUMAN PBMCS BY FPA

Raw Data {FPA)
RT VALUES (CPM)

g o] g T e e et e ) e
6636.5 97420 4121.0 1778.0 1425.0 1540 124.0
64635 73720 5953.0 3064.0 190.0 94,0 112.0
6460.5 85150 38910 i717.0 504.0 106.0 92.0

TOXICITY VALUES (XTT - 0. D. @ 450/650 nm)

1.4995 1.6678 1.5607 1.7148 1.3858 §.5226 14133
1.7400 1.4635 1.5089 1.5080 1.4658 $.3620 1.3394
1.6645 1.4718 1.66833 1.4547 5.2802 1.5807 1.3862
Virus: Hiv-1 Clade: 0 Technician: Lu Yang Setup Date: 10/23/13
Strain: BCFOZ Cells: HUNEAN PBIMICS Pl: Tracy Hartman Read Date: 10/30/13
Tropism: CCRS Project #: 306-01-02 Client: cisc
Antiviral Compound: FPA
25% 50% 95%
EC (M} 0.925 1.92 19.4
TC (uM}) =100 =100 >100
Therapeutic Index (T} >108.11 >52.08 >5.15
Antiviral Test Values Cytotoxicity Test Values
Mean % Virus |Mean OD @ 450/650 % Cell
Conc (UM) RLU St.Dev. | ontrol nm St Dev. | viability
0 6500.2 122197927 100.00 1.701 0.185547 | 100.00
0.32 7877.7 1670.19769 121.19 1.5634 0.115631 90.19
1 4655.0 1129.96814 71.61 1.677 0.079459 92.69
3.16 2186.7 760.4251 33.64 1.659 0.137825 91.61
9.99 608.3 475.825949 9.33 1.377 0.093094 80.85
318 118.0 31.7490157 1.82 1.488 0.113283 87.49
100 108.3 16.1658075 1.68 1.383 0.038519 ] 81.27
INHIBITION OF CCR5 TROPIC CLADE O HIV-1,.,,; IN HUMAN PBMCS BY FPA
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INHIBITION OF CCR5 TROPIC CLADE O HIV-1;., IN HUMAN PBMC'S
BY FPA

Raws Data (FPA}

RT Activity (CPM

LSARPIETD 1 101108 5017.0 16214.0 114880 50¢3.0 67320 28700 5610 62.6 0.0
62075 S6E0G 152060 13¢32.0 56050 5673.0 29830 1466.0 80.0 8.0
§ag3 5 5926.0 15266.0 7656.0 53350 10340.0 6075.0 989.0 5300 108.0

TOXICITY VALUES {XT7 - 0.D

D 450/650 nm}

i U e 3 _ 10
2441 1769 1783 1231 1.35% 1,995 1.576 1768
2159 2 607 1.672 1912 2470 2130 1.665 218 1944 2.039
2.203 2168 1.662 2201 2.047 1.8605 1677 1.539 2.082 2.054
Virug: Hiv-1 Clade: Q Technician: tuYang Setup Date: 6/13/14
Strain: BLFO2 Cells: HUMAN PBMC'S PI; Tracy Hartman Read Date: 6/20/14
Tropism: CCRS Project if: 06 Client: CisC
Test Compound: FPA
25% 50% 95%
EC {pM} <0.0100 - 2.56 241
TC (UM} 1.54 >100 >100
Therapeutic index {T)) >154.00 >35.06 >4.15
Antiviral Test Values Cytotoxicity Test Values
Conc | MeanRT % Virus Mean OD @ 450/650 % Cell
aiml) | Activity | S P | Control nr@n St Dev | Viability
0 9308.8 867 .4 100.00 2.267 0.152 100.00
0.01 5541.0 2680.2 58.54 2.267 0.302 99.69
0.032 11228.7 1766.1 120.86 1.834 0.080 80.85
G.101 10272.0 2261.7 110.37 1.971 0.208 86.91
0.32 8744.3 926.5 93.96 2.100 0.347 42.62
1 7648.3 2370.3 82.18 1.722 0.455 75.94
3.18 3880.3 1818.2 42,77 1.665 0.306 73.43
9.99 11450 277.2 12.30 1.888 0.310 83.26
318 257.3 3229 2.76 1.871 0.266 82.50
100 953 14.2 1.02 1.954 0.161 86.17

INHIBITION OF GCRS TROPIC CLADE O HIV-1500, IN HUMAN PBMC'S BY FPA
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INHIBITION OF CCR5 TROPIC CLADE O HIV-1,¢4,, IN HUMAN PBMCS BY AZT

Raw Data (AZT)

RT VALUES {CPM)

- Coneiuw e ] e o0t o foonoz2 fopger o oopar o f gl
P 66365 3252.0 3046.0 184.0 172.0 130.0 108.0
64635 3403.0 1091.0 466.0 136.0 112.0 112.0
54005 2324.0 1067.0 208.0 134.0 120.0 106.0
TOXICITY VALUES (XTT - O. D. @ 450/650 nm)
21571 1.8207 20265 21200 1.695¢ 1.9252
2.0855 1.8186 1.8447 1.8053 1.8943 1.8161
20011 21721 17785 1.7083 16364 1.7087
Virus: HIv-1 Clade: 0 Technician: Lu Yang Setup Date: 10/23/13
Strain: BCFO2 Cells: HUMAN PBRCS Pl Tracy Hartman Read Date: 10/30/13
Tropism: CCRS Project #: 306-01-02 Client: CIsC
Antiviral Compound: AZT
25% 50% 95%
EC (uM) <0.00300 <0.00300 £.0310
TC (pM} >1.0 =1.0 >1.0
Therapeutic Index (T1) »333.33 =333.33 >32.26
Antiviral Test Values Cytotoxicity Test Values
Mean % Virus [Mean OD @ 450/650 % Celt
Cone (M) RLU StDev. 1 6 ontrol nm St Dev. | \ability
0 6500.2 122.197927 100.00 1.701 0.185547 ; 100.00
0.003 3023.0 617.228483 46.51 2.085 0.078573 | 12253
0.01 1734.7 113571138 26.69 1.638 0.202881 113.91
0.032 286.0 156.345771 4.40 1.883 0.1284868 110.70
0.101 148.0 20.880613 2.28 1.878 0.215229 | 110.38
0.32 120.7 9.018408951 1.86 1.743 0.13487 102.42
1 108.7 3.05505046 187 1.817 0.107753 | 106.80
INHIBITION OF CCRS TROPIC CLADE O HIV-1g.co, IN HUMAN PEMCS BY AZT
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INHIBITION OF CCR5 TROPIC CLADE O HIV-1;..5, IN HUMAN PBMC'S

BY AZT
Raw Data (AZT)
RT Activity (CPM)
Conshaed ) 0 T4 oot | 0,080 90005 - enoe3 o o0t L p03 Codnt o opme - -
SAWPLE o ] sonies 5504 0 51870 1801.0 24900 1837.0 5200 162.0 104,0 16,6
84075 €174.0 GB74.0 4610.0 1208 0 3720 2160 160.0 4.0 8.0
B3935 G702.0 3748.0 LES2.0 1667.0 452.0 134.0 142.0 100.0 92.0
TOXICITY VALUES (XTT - 0. D. @ 450/650 nm
2.441 2.3%5 2,826 2.661 2517 2603 1.5871 223E 2338
F15¢ 1.757 23525 2024 3618 2.1583 2.638 2,180 3.378
2.203 2.567 2202 2185 3.038 2.344 2.267 2851 2220
Virus: HIv-1 Clade: 0 Technician: Lu Yang Setup Date: 6/13/14
Strain: BCFO2 Cells: HUMAR PBMC'S Pl: Tracy Hartman Read Date: 6/20/14
Tropism: CCRS Project #: 306 Client: s
Test Compound: AZT
25% 50% 95%
EC (pM) 1.09E-04 5.35E-C4 0.0229
TC {pM) =1.0 >1.0 =1.0
Therapeutic Index (Ti) »9174.31 >1869.16 =>43.67
Antiviral Test Values Cytotoxicity Test Values
Conc | Mean RT % Virus | Mean OD @ 450/650 % Cell
wgimly | Activity | St P | control nm St Dev- | yiability
0 9306.8 867.4 100.00 2.267 0.152 100.00
0.0001 7128.7 1871.6 76.57 2.230 0.400 98.35
0.0003 | 5289.7 1664.6 56.62 2916 0616 128.60
0.000¢ | 4101.0 2002.5 44 .06 2.484 0.387 109.56
0.c03 1788.7 649.1 19.22 2.280 0.331% 101.01
0.01 897.0 8158 9.64 3.155 0.416 13915
0.032 290.7 203.0 312 2.397 0.274 105.70
0.101 154.7 1.0 1.66 2.269 0.385 100.07
0.32 99.3 5.0 1.07 2.416 0.360 106.56
1 94.7 201 1.02 2.645 0.637 116.65
INHIBITION OF CCRS TROPIC CLADE O HIV-15.4, IN HUMAN PEMC'S BY AZT
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INHIBITION OF CCR5 TROPIC CLADE O HIV-1;5¢403 IN HUMAN PBMCS BY FPA

Raw Data {FPA)

KT VALUES (CPM}
ey Cpazec 4w o mae 0 oees . ] ms 09
13774.0 14528 0 6812.0 6566.0 5158.0 4057.0 70.0
125120 10822.0 9389.0 73800 4830.0 2684.0 284.0
144575 116040 9566.0 7259 0 4668.0 3647 0 660
TOXICITY VALUES {XTT-0C. D. @ 450/650 nm}
R s N T P N R
1 4995 16678 1.5607 1.7149 1.3858 15028 14133
17400 1 4635 1 5069 1.5060 14656 1.3620 13384
1.8645 1.4718 16633 1.4547 12802 1.5807 $.3952
Virus: HIV-1 Clade: G Technician: Lu Yang Setup Date: 10/8/13
Strain: BCFO3 Cells: HURMAN PBRCS Pl Tracy Hartmian Read Date: 10/15/13
Tropism: CCRS Project #: 306-01-02 Client: Ci8C
Antiviral Compound: FPA
25% 50% 95%
EC {(uW) 0.873 3.8¢ 834
TC (M} =100 =100 >100
Therapeutic Index {T1) >114.55 >25.06 >1.20
Antiviral Test Values Cytotoxicity Test Values
Mean % Virus |Mean OD @ 450/650 % Cell
Cone (M) RLU St.Dev. | ¢ ontrol nm St Dev. | yability
8] 13248.2 | 1055.41252 100.00 1.701 0.185547 | 100.00
0.32 122513 1840.459 92.48 1.534 0.115631 80.19
1 89622.3 214.854214 72.63 1.577 0.079459 92.69
3.16 7068.3 | 439.220142 53.35 1.569 0.137825 91.61
9.69 4879.0 | 239.292708 36.83 1.377 0.093094 80.95
316 3462.7 704.816525 26.14 1.488 0.113283 87.49
100 140.0 124.723695 1.06 1.383 0.038519 81.27
INHIBITION OF CCGR5 TROPIC CLADE O HIV-15.00, IN HUMAN PBMCS BY FPA
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INHIBITION OF CCR5 TROPIC CLADE O HIV-1,.43 IN HUMAN PBMC'S
BY FPA

Raw Data {FPA)
RT Activity (CFM

R R R R R R N R T TR R T
13525.0 118150 $5556 0 29066 0 5697 0 26750 57060 §823.0 6e.0
19588.0 218300 2462060 G181 O 1874970 12854.0 10881.0 32160 720
15035.0 27685.0 8987.0 33561.0 70B3.0 14464.0 5670.0 41170 1373.0

TOXICITY VALUES (XTT - O. D. @ 450/650 nm)

01 . A R
2441 1353 1683 1.576 1.769
2180 1.612 2470 2130 1665 2131 1844 2.038
2.20% 2201 2047 1.606 1677 1.53% 2062 2.054
Virus: HIv-1 Clade: o] Technician! tu Yang Setup Date: 6/13/14
Strain: BCFO3 Cells: HUMAN PBMC'S Pl: Tracy Hartman Read Date; 6/20/14
Tropism: CCRS Project #: 306 Client: CisC
Test Compound: FPA
25% 50% 95%
EC (pM) 3.90 23.0 96.8
TC {(pM) 1.54 >100 =100
Therapeutic Index (TI} 0.39 >4.35 >1.03
Antiviral Test Values Cytotoxicity Test Values
Conc | Mean RT % Virus Mean OD @ 450/650 % Cell
(pa/miy | Activity St. Dev. Control n?‘l St. Dev. Viability
0 13058.7 1395.8 100.00 2.267 0.152 100.00
0.01 16049.0 3156.8 122.90 2.267 0.302 99.98
0.032 20436.7 80186.3 156.50 1.834 0.080 80.89
0.101 17435.0 7892.7 133.51 1.971 0.208 86.91
0.32 23918.3 12956.8 183.17 2.100 0.347 92.62
1 10502.3 7220.2 80.42 1.722 0.455 75.94
3.16 10071.0 6285.0 772 1.665 0.306 73.43
9.99 8552.3 2508.0 65.49 1.888 0.316 83.26
31.6 5752.0 36402 44.05 1.871 0.266 82.50
100 504.3 752.3 3.86 1.854 0.161 86.17

INHIBITION OF CCRS TROPIC CLADE O HIV-1,0p., IN HUMAN PBMC'S BY FPA
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INHIBITION OF CCR5 TROPIC CLADE O HIV-1,45 IN HUMAN PBMCS BY AZT

Raw Data (AZT)

RT VALUES {CPM) _
Concii). . .. @ ades 4 omer 0 emar b teser ) oaz 4
] B 127740 11584 52350 37 ¢ 386.0 5240 2514.0
12513.0 410663.0 54550 1837.0 g91¢.0 3420.0 3107.0
14457 5 5031.0 7681.0 B205.0 3409.0 88.0 76.0
TOXICITY VALUES (XTT - O. D. @ 450/650 nm}
S e e e o eden ] s
14895 21571 1.8227 2.0266 21200 1 6960 1.6282
1.74C0 2 0955 5.86188 1 8447 1.8053 15943 1.8151
$.8845 2.0011 24721 1.7785% 1.7083 1.6364 1.7097
Virus: Hiv-1 Ciade: 0 Technician: Lu Yang Setup Date: 10/8/13
Strain: BCFO3 Cells: HURMAN PBRMCS 4 H Tracy Hartman Read Pate: 10/15/13
Tropism: CCRS Project #: 306-01-02 Client: Cisc
Antiviral Compound: AZT
25% 50% 95%
EC (pM) 0.00348 0.00951 =1.0
TC (uM) =1.0 =1.0 =1.0
Therapeutic Index {TI) >287.36 =105.15 t
Antiviral Test Values Cytotoxicity Test Values
Mean % Virus |Mean OD @ 450/650 % Cell
Conc (pV) RLU St. Dev. Control nm St. Dev. Viability
¢ 13248.2 | 1055.41252 160.00 1.701 0.185547 | 100.00
0.003 10426.0 | 1292.89559 78.70 2.085 0.078573 | 122.53
0.01 6457.0 1223.00123 48.74 1.638 0.2028861 113.91
0.032 3988.7 2185.333 30.09 1.883 0.128468 | 110.70
0.101 894.7 526.921563 6.756 1.878 0215229 | 110.38
0.32 1354 .0 1804.31594 10.22 1.743 0.13487 102.42
1 1899.0 | 1606.36515 14.33 1.817 0.107753 | 106.80
INHIBITION OF CCR5 TROPIC CLADE O HIV-15.¢,; IN HUMAN PBMCS BY AZT
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INHIBITION OF CCR5 TROPIC CLADE O HIV-15.¢05 IN HUMAN PBMC'S
BY AZT

Raw Data {AZT)

RT Activity (CPM)
g ] lopser 00008 % epoes o] dga; . b 9Dl opeaz o) o ae o e
13065.5 9050 0 12085.0 13776 0 10241 0 32810 a84.0 2660 2628 168.0
14451.0 9387.0 20314.0 20574 0 1737.0 55720 1660 164.0 164 0 116.0
116505 14433.0 6728.0 17362.0 1064.0 1857.0 2960 310.0 136.0 50.0
T e
2441 2,356 £ 683 1871 2.238 2338
2.15% 1.767 2183 2638 2180 3.378
2.203 2.567 2.344 2.297 2.831 2.220
Virus; Hiv-1 Clage; o] Technician: Lu Yang Setup Date; 6/13/14
Strain: 8Cro3 Cells: HUMAN PBRC'S £l Tracy Hartman Read Date: 5/20/14
Tropism: CCRS Project #: 306 Client: Cisc
Test Compound: AZT
25% 50% 95%
EC () 0.00180  0.00244 0.0270
TC {ph) >1.0 >1.0 >1.0
Therapeutic Index (T} >556.56 >409.84 >37.04
Antiviral Test Values Cytotoxicity Test Values
Conc | Mean RT % Virus Mean OD @ 450/650 % Cell
{ng/iml) | Activity St. Dev. Control nm St Dev. Viability
0 13058.7 1395.8 100.00 2.267 0.152 100.00
0.0001 10956.7 3015.3 83.90 2.230 0.400 98.35
0.0003 | 13042.3 6843.4 99.87 2.9186 0.616 128.60
0.0009 | 171707 3303.2 131.49 2.484 0.387 108.56
0.003 4346.3 5116.1 33.28 2.290 0.331 101.01
.01 2583.3 692.1 19.78 3.155 0.4186 139.15
0.032 323.3 149.6 2.48 2.397 0.274 105.70
0.101 283.3 89.1 2.02 2.269 0.385 100.07
0.32 197.3 83.2 1.51 2.416 0.360 106.56
1 120.7 432 0.92 2.645 0.637 116.65
INHIBITION OF GCRS TROPIC CLADE O HIV-1,c40, IN HUMAN PBMC'S BY AZT
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