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INTRODUCTION

Acute leukemiashave long been recognizedas suitable
targets for immunotherapy Administration of cationic
liposomeDNA complexes(JVRS 100 elicits cytokinesof

the T,1 subset,especiallyIL-12, IFN-gammaand |FN-

alpha These cytokines are particularly important in

mediating host defense against cancer In multiple

experimentsusing the 32Dp210-GFP model, intravenous
dosing of JVRS100 preventedor significantly delayed
deathfrom leukemiawhendeliveredbetween/ and15 days
following leukemicchallenge Specifically,controlanimals
died at ~19 days of leukemiawhereas80% of similarly

leukemiachallengedout JVRS100 treatedanimals(1 ug)

werealive >40 dayswith weeklytreatmenbeginningat day
15 (4 daysprior to expectedmortality). Animals dying of

leukemia had splenomegalyand leukemic infiltration of

spleemandliver. The GFPexpressiorallowedqguantification
of leukemiain peripheralblood (PB). At day 12 following

challenge PB leukocyteswere ~30% GFP positive with

eitherno treatmentpr 0.1 ug JVRS 100, <0.1% with 1.0 ug

or 5.0 ugJVRS100treatmentaatdays2 and9. Furthermore
there Is a similar cell activation profile and cytokine
responsan vitro following exposureof humanPBMCsto

JVRS100 asis observedfollowing in vivo administration
of JVRS100 to mice, making this immunostimulation
technologya promisingcandidatefor productdevelopment
andeventuaklinical evaluation

This work was supported by NCI grant 1R43CA1148031

RESULTS

Histology Following Leukemia Challenge or
JVRS-100 (CLDC) Treatment (no challenge)

Shown above is H&E staining of spleensfrom
mice challengedwith 32D/BA (upper panel) or
treatedwith JVRS100 without challenge(lower
panel) Note the enlargedsplenicmarginalzones
In the JVRS100treatedanimals

Dose Dependent Survival Benefit of JVRS-
100 (CLDC) Treatment
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AnimalsreceivedlV JVRS100 at dosesof 0.1ug,
lug, and5ug day 2 and9 following 32D/BA-GFP
challenge Survival benefit was observedin a
dosedependentelationship

Survival Following Low-Dose IV Therapy
with JVRS-100 (CLDC)

—— 1ug CLDC

90 =i control
80
70
60
50
40
30
20
10

0
O 10 20 30 40 50 60 /0 80

Time

Percent survival

Mice werechallengedwvith 32Dp210-GFPat day 0,
Control group (red) died at day 18 to day 20 post
challenge Mice treated with 1ug JVRS100 IV
weekly after 32Dp210-GFP challenge survived
until day67

Mice werechallengedwvith EL4 atdayO, controlgroup
(red) died at day 30 to day 36 post challenge Mice

treatedwith JVRS100 IV weekly after EL4 challenge
surviveduntil day 60 (experimenbngoing)

Percent survival
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Immunological Memory Following JVRS-
100 (CLDC) Treatment
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Mice were challengedwith 32Dp210 on

day-60; with the exceptionof the control

groupwhich receivedno challenggblue)

Mice were treatedlV with JVRS100 on

Day -46 and -32, with the exceptionof

the no treatmentgroup (red). On Day O

all mice were challenged with an

aggressive32Dp210-GFP to seelf there
was a difference Iin survival among
untreatedand treated groupsin a dose
dependenmanner As canbe seenabove,
no treatment (red), 0.lug treatment
(brown), and 2x10ug JVRS100 IV with

no Initial 32Dp210 challenge(blue) died

at approximately Day 20. Mice

challengedwith 32p210 and treatedwith

5ug or 10ug JVRS100 showeda 10-17

dayincreasan survival Thisincreasan

survival waslikely dueto a specificantr

tumorresponse
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Cytokine Profile of Human PBMC
Stimulated with JVRS-100
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Human peripheral blood mononuclear cells
(PBMC) were culturedin vitro with JVRS 100 and
the culturemediawereanalyzedoy ELISA for IFN-
U, IFN-0 , and TNF-U at 24 hours PBMC
supernatantsvere also positive for elevatedlevels
of IL-6, IL-1b andCCL-2 (datanot shown)

CONCLUSIONS

JVRS100 has been shown to be an

Immunostimulant, activating antigen
presentingcells and resulting in a broad
basedT,1 cytokine response This antk

leukemictreatmenteffectis demonstratec
here In transplantablemurine models

While the treatmentis highly effective
and reproducible, the determination of

mechanismof action, extensionof these
observationdo othermodelsandinto the

therapyof humanneoplasmass clearly of

Interestandimportance




