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Randomized phase Il study of docetaxel with or without DMXAA (ASA404)
in hormone-refractory metastatic prostate cancer (HRMPC)

® Vascular disrupting agents (VDAs) attack tumor blood vessels selectively, causing
rapid shutdown of tumor blood flow'

® 5,6-dimethylxanthenone-4-acetic acid (DMXAA[ASA404, formerly AS1404]) is a small-
molecule VDA with a unigue mode of action’

® In animal models DMXAA shows additive or supra-additive anti-tumor effects with
cytotoxics, including taxanes*

® DMXAA is being evaluated in clinical trials in combination with taxane or taxane plus
platinum regimens in lung, prostate and ovarian cancers

® A randomized phase |l study in non-small cell lung cancer reported a substantial
survival benefit when DMXAA was added to paclitaxel-based chemotherapy (median
survival of 14.0 months with DMXAA plus carboplatin and paclitaxel versus 8.8 months
with carboplatin and paclitaxel alone)?

® Tocompare the efficacy of DMXAA in combination with docetaxel with that of docetaxel
alone in patients with progressive, hormone-refractory metastatic prostate cancer,
previously untreated with chemotherapy

To assess the safety and tolerability of DMXAA in combination with docetaxel

To assess the effects of DMXAA on docetaxel pharmacokinetics (data not yet
available)

Study design

® Randomized, multicenter, open-label, phase |l study comparing patients receiving
DMXAA plus docetaxel (‘DMXAA arm’) with patients receiving docetaxel alone
(‘standard therapy arm’)

Patients aged =18 yrs with histopathologically confirmed adenocarcinoma of the prostate

Patients had metastatic, progressive, androgen-independent disease with no prior
chemotherapy

® Progressive disease (with ongoing hormone ablation) was defined as at least one of
the following:

* Progressive disease according to RECIST criteria within last 30 days

e One or more new lesions on bone scan within last 30 days with PSA (prostate-
specific antigen) level of at least 5 ng/ml

* Non-progressive (RECIST) disease or non-progressive bone scan with rising PSA
from a baseline PSA > 5 ng/ml

® The first cohort of 6 patients in the DMXAA arm received therapy under early stopping
rules for safety monitoring

Treatment was given every 21 days for up to 10 cycles

On day 1 of each 21-day treatment cycle, patients received:
e Docetaxel as a 1-hour infusion (75 mg/m?), then

e DMXAA as a 20-minute infusion (1200 mg/m?), if allocated

® Patients in the standard therapy arm who showed disease progression during
treatment then had an option to receive up to 6 cycles of DMXAA monotherapy,
administered weekly

® The dose of docetaxel could be modified for patients who experienced treatment-
related toxicity

® Follow-up:
* Imaging assessment 6-weekly until disease progression
e PSA assessment 6-weekly until disease progression
¢ Ongoing 3-monthly follow up

Study variables

® Primary safety outcomes: adverse events, laboratory abnormalities, effect on QTc
interval and ophthalmic toxicity

® Efficacy endpoints: objective response rates, time to progression, duration of response
and stable disease, PSA response rate (as per Bubley®) and time to PSA progression,
median and 1-year survival

Patient characteristics
® 74 patients were randomized (DMXAA arm, n = 35; standard therapy arm, n = 39)

® 2 patients in the DMXAA arm and 1 patient in the standard therapy arm were not
treated (safety population: DMXAA arm, n=33; standard therapy arm, n=38)

® One patient in the DMXAA arm was not included in the eligible population due to
major violation of protocol (eligible population: DMXAA arm, n=32; standard therapy
arm, n=38)

® The two arms were well balanced for pre-treatment characteristics (Table 1)

® 4 patients switched from the standard therapy arm to receive DMXAA monotherapy
after showing disease progression

Table 1: Baseline characteristics for eligible population
DMXAA arm (n = 32)

Standard therapy arm (n = 38)

Table 2: Serious adverse events by number of patients

DMXAA arm Standard therapy arm
System organ class

(n = 38)
Blood and lymphatic system 4 (12%) 3 (8%)
Cardiac 4 (12%) 1 (3%)
Gastrointestinal 2 (6%) 3 (8%)
General and administration site 1 (3%) 1 (3%)
Immune system 1 (3%) 0
Infections and infestations 2 (6%) 4 (11%)
Injury and procedural complications 0 1 (3%)
Metabolic and nutrition 0 1 (3%)
Musculoskeletal and connective tissue 1 (3%) 3 (8%)
Neoplasm progression 0 1 (3%)
Nervous system 1 (3%) 3 (8%)
Renal and urinary 0 3 (8%)
Vascular 1 (3%) 1 (3%)

Median PSA (range) ng/ml 68.4 (9—3574) 82.2 (1-570)

Mean age (years) 68.8 66.5

ECOG performance status

0 12 (37.5%) 16 (42.1%)

1 20 (62.5%) 19 (50.0%)

2 0 3 (7.9%)
Safety

® The number of patients who experienced one or more serious adverse events was
similar in the DMXAA and standard therapy arms (14 and 13 patients, respectively)

® There were more cardiac SAEs (4) in the DMXAA arm than in the standard therapy

arm (1). However, there was no consistent qualitative pattern to these and none was
clearly attributable to treatment with DMXAA

Efficacy - PSA response

® PSA response data are available from 70 eligible patients, as shown in Figure 1
® PSA response rate was 59% in the DMXAA arm vs 37% in the standard therapy arm

® PSA progression rate was 16% in the DMXAA arm vs 37% in the standard therapy arm

Figure 1: PSA response
(n= 32 for DMXAA arm, n= 38 for standard therapy arm)
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® Figure 2 shows the maximum fall in PSA for each patient (n=65, as 1 patient in the DMXAA
arm and 4 patients in the standard therapy arm had no post-baseline PSA values)

® Patients in the DMXAA arm experienced greater median reduction in PSA than those
in the standard therapy arm (79% vs 36% for the whole groups and 83% vs 62% for
the subgroups of patients showing any PSA fall)

® The median time to PSA nadir for patients showing a PSA fall from baseline was 96
days in the DMXAA arm compared with 120 days in the standard therapy arm

Figure 2: Maximum percentage reduction in PSA for each individual patient
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Conclusions and discussion

® Addition of DMXAA to standard doses of docetaxel was well tolerated

® The PSA response rate was markedly higher in patients receiving DMXAA plus
docetaxel than in those receiving docetaxel alone

® Treatment with DMXAA plus docetaxel was associated with larger and more rapid
reductions in PSA levels than treatment with docetaxel alone

® These data suggest that, when used in combination with docetaxel, DMXAA has
activity in HRMPC

® These findings are consistent with positive response rate and survival data in non-
small cell lung cancer and response findings in ovarian cancer. Taken together,
these data suggest that, when used in combination with chemotherapy, DMXAA
has potential in a variety of solid tumors>’

References

1 Siemann DW, Bibby MC, Dark GG, Dicker AP, Eskens FA, Horsman MR, Marme D, Lorusso PM.Differentiation and definition of vascular-
targeted therapies. Clin Cancer Res. 2005;11:416-20

2 Siemann DW, Chaplin DJ, Horsman MR: Vascular-targeting therapies for treatment of malignant disease. Cancer. 2004;100:2491-9
3 Kelland LR: Targeting established tumor vasculature: a novel approach to cancer treatment. Curr Cancer Ther Rev. 2005;1:1-9

4 Siim BG, Lee AE, Shalal-Zwain S, Pruijn FB, McKeage MJ,Wilson WR. Marked potentiation of the antitumour activity of chemotherapeutic
drugs by the antivascular agent 5,6-dimethylxanthenone-4-acetic acid (DMXAA). Cancer Chemother Pharmacol. 2003;51:43-52

5 Von Pawel J, Reck M, McKeage M. Update on survival in a phase Ib/ll study of DMXAA (AS1404) combined with carboplatin and
paclitaxel in non-small cell lung cancer (NSCLC). Poster presentation at AACR-NCI-EORTC 2006

6 Bubley GJ, Carducci M, Dahut W, Dawson N, Daliani D, Eisenberger M, et al. Eligibility and response guidelines for phase |l clinical trials in
androgen-independent prostate cancer: recommendations from the Prostate-Specific Antigen Working Group. J Clin Oncol. 1999;17:3461-7

7 Jameson M. Phase Il study of DMXAA combined with carboplatin and paclitaxel in recurrent ovarian cancer. Poster presentation at IGCS 2006

ASCO Chicago 2007




<<
  /ASCII85EncodePages false
  /AllowTransparency false
  /AutoPositionEPSFiles true
  /AutoRotatePages /None
  /Binding /Left
  /CalGrayProfile (Dot Gain 20%)
  /CalRGBProfile (sRGB IEC61966-2.1)
  /CalCMYKProfile (U.S. Web Coated \050SWOP\051 v2)
  /sRGBProfile (sRGB IEC61966-2.1)
  /CannotEmbedFontPolicy /Error
  /CompatibilityLevel 1.4
  /CompressObjects /Tags
  /CompressPages true
  /ConvertImagesToIndexed true
  /PassThroughJPEGImages true
  /CreateJobTicket false
  /DefaultRenderingIntent /Default
  /DetectBlends true
  /DetectCurves 0.0000
  /ColorConversionStrategy /CMYK
  /DoThumbnails false
  /EmbedAllFonts true
  /EmbedOpenType false
  /ParseICCProfilesInComments true
  /EmbedJobOptions true
  /DSCReportingLevel 0
  /EmitDSCWarnings false
  /EndPage -1
  /ImageMemory 1048576
  /LockDistillerParams false
  /MaxSubsetPct 100
  /Optimize true
  /OPM 1
  /ParseDSCComments true
  /ParseDSCCommentsForDocInfo true
  /PreserveCopyPage true
  /PreserveDICMYKValues true
  /PreserveEPSInfo true
  /PreserveFlatness true
  /PreserveHalftoneInfo false
  /PreserveOPIComments true
  /PreserveOverprintSettings true
  /StartPage 1
  /SubsetFonts true
  /TransferFunctionInfo /Apply
  /UCRandBGInfo /Preserve
  /UsePrologue false
  /ColorSettingsFile ()
  /AlwaysEmbed [ true
  ]
  /NeverEmbed [ true
  ]
  /AntiAliasColorImages false
  /CropColorImages true
  /ColorImageMinResolution 300
  /ColorImageMinResolutionPolicy /OK
  /DownsampleColorImages true
  /ColorImageDownsampleType /Bicubic
  /ColorImageResolution 300
  /ColorImageDepth -1
  /ColorImageMinDownsampleDepth 1
  /ColorImageDownsampleThreshold 1.50000
  /EncodeColorImages true
  /ColorImageFilter /DCTEncode
  /AutoFilterColorImages true
  /ColorImageAutoFilterStrategy /JPEG
  /ColorACSImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /ColorImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000ColorACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000ColorImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasGrayImages false
  /CropGrayImages true
  /GrayImageMinResolution 300
  /GrayImageMinResolutionPolicy /OK
  /DownsampleGrayImages true
  /GrayImageDownsampleType /Bicubic
  /GrayImageResolution 300
  /GrayImageDepth -1
  /GrayImageMinDownsampleDepth 2
  /GrayImageDownsampleThreshold 1.50000
  /EncodeGrayImages true
  /GrayImageFilter /DCTEncode
  /AutoFilterGrayImages true
  /GrayImageAutoFilterStrategy /JPEG
  /GrayACSImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /GrayImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000GrayACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000GrayImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasMonoImages false
  /CropMonoImages true
  /MonoImageMinResolution 1200
  /MonoImageMinResolutionPolicy /OK
  /DownsampleMonoImages true
  /MonoImageDownsampleType /Bicubic
  /MonoImageResolution 1200
  /MonoImageDepth -1
  /MonoImageDownsampleThreshold 1.50000
  /EncodeMonoImages true
  /MonoImageFilter /CCITTFaxEncode
  /MonoImageDict <<
    /K -1
  >>
  /AllowPSXObjects false
  /CheckCompliance [
    /None
  ]
  /PDFX1aCheck false
  /PDFX3Check false
  /PDFXCompliantPDFOnly false
  /PDFXNoTrimBoxError true
  /PDFXTrimBoxToMediaBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXSetBleedBoxToMediaBox true
  /PDFXBleedBoxToTrimBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXOutputIntentProfile ()
  /PDFXOutputConditionIdentifier ()
  /PDFXOutputCondition ()
  /PDFXRegistryName ()
  /PDFXTrapped /False

  /CreateJDFFile false
  /Description <<
    /CHS <FEFF4f7f75288fd94e9b8bbe5b9a521b5efa7684002000410064006f006200650020005000440046002065876863900275284e8e9ad88d2891cf76845370524d53705237300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c676562535f00521b5efa768400200050004400460020658768633002>
    /CHT <FEFF4f7f752890194e9b8a2d7f6e5efa7acb7684002000410064006f006200650020005000440046002065874ef69069752865bc9ad854c18cea76845370524d5370523786557406300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c4f86958b555f5df25efa7acb76840020005000440046002065874ef63002>
    /DAN <>
    /DEU <>
    /ESP <>
    /FRA <>
    /ITA <>
    /JPN <FEFF9ad854c18cea306a30d730ea30d730ec30b951fa529b7528002000410064006f0062006500200050004400460020658766f8306e4f5c6210306b4f7f75283057307e305930023053306e8a2d5b9a30674f5c62103055308c305f0020005000440046002030d530a130a430eb306f3001004100630072006f0062006100740020304a30883073002000410064006f00620065002000520065006100640065007200200035002e003000204ee5964d3067958b304f30533068304c3067304d307e305930023053306e8a2d5b9a306b306f30d530a930f330c8306e57cb30818fbc307f304c5fc59808306730593002>
    /KOR <FEFFc7740020c124c815c7440020c0acc6a9d558c5ec0020ace0d488c9c80020c2dcd5d80020c778c1c4c5d00020ac00c7a50020c801d569d55c002000410064006f0062006500200050004400460020bb38c11cb97c0020c791c131d569b2c8b2e4002e0020c774b807ac8c0020c791c131b41c00200050004400460020bb38c11cb2940020004100630072006f0062006100740020bc0f002000410064006f00620065002000520065006100640065007200200035002e00300020c774c0c1c5d0c11c0020c5f40020c2180020c788c2b5b2c8b2e4002e>
    /NLD (Gebruik deze instellingen om Adobe PDF-documenten te maken die zijn geoptimaliseerd voor prepress-afdrukken van hoge kwaliteit. De gemaakte PDF-documenten kunnen worden geopend met Acrobat en Adobe Reader 5.0 en hoger.)
    /NOR <>
    /PTB <>
    /SUO <>
    /SVE <>
    /ENU (Use these settings to create Adobe PDF documents best suited for high-quality prepress printing.  Created PDF documents can be opened with Acrobat and Adobe Reader 5.0 and later.)
  >>
  /Namespace [
    (Adobe)
    (Common)
    (1.0)
  ]
  /OtherNamespaces [
    <<
      /AsReaderSpreads false
      /CropImagesToFrames true
      /ErrorControl /WarnAndContinue
      /FlattenerIgnoreSpreadOverrides false
      /IncludeGuidesGrids false
      /IncludeNonPrinting false
      /IncludeSlug false
      /Namespace [
        (Adobe)
        (InDesign)
        (4.0)
      ]
      /OmitPlacedBitmaps false
      /OmitPlacedEPS false
      /OmitPlacedPDF false
      /SimulateOverprint /Legacy
    >>
    <<
      /AddBleedMarks false
      /AddColorBars false
      /AddCropMarks false
      /AddPageInfo false
      /AddRegMarks false
      /ConvertColors /ConvertToCMYK
      /DestinationProfileName ()
      /DestinationProfileSelector /DocumentCMYK
      /Downsample16BitImages true
      /FlattenerPreset <<
        /PresetSelector /MediumResolution
      >>
      /FormElements false
      /GenerateStructure false
      /IncludeBookmarks false
      /IncludeHyperlinks false
      /IncludeInteractive false
      /IncludeLayers false
      /IncludeProfiles false
      /MultimediaHandling /UseObjectSettings
      /Namespace [
        (Adobe)
        (CreativeSuite)
        (2.0)
      ]
      /PDFXOutputIntentProfileSelector /DocumentCMYK
      /PreserveEditing true
      /UntaggedCMYKHandling /LeaveUntagged
      /UntaggedRGBHandling /UseDocumentProfile
      /UseDocumentBleed false
    >>
  ]
>> setdistillerparams
<<
  /HWResolution [2400 2400]
  /PageSize [612.000 792.000]
>> setpagedevice


