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Table 3: Incidence of Treatment Related Adverse Events by

Background: AraC is consideedto be the most efective singledrugin the treatmentof AML. For Definition Pe" Stratum Graph I: AML Diagnostic Subcategories at Initial Presentation Graph 3: Cytogenetic Profile System Organ Class (N=142)
initial treatmentof AML,AraC is typicaly administeed by intravenouscontinuousinfusionfor 5-7 days . 1009 70%
at dosesof 100-200mg/n#/day, usual in combinationwith an anthracycline In the relgpsedsetting, - Stratum 1Pts <60 yrs with CR <12 months & System Organ Class All Grades | Grade 3-4
araCremainsan option for treatmentandis generalf administeed at higherdoseseither aloneor in . 90% 86% N (%) N
combinationwith other agentsand in a variety of schedules. Cloretaziné (VNP40101M)is a novel - Stratum 2Pts <60 yrs with CR !12 months 79% 60% BFavorable - e Castontestingl Disorders 66 (46%) 3
alkylatingagentthat preferentialy targetsthe O® position of guanine A Phasel trial of Cloretazine . 80%176% B Bintermediate 55% — " - " "
with AraC in advancechematologicmalignancieslemonstratedsignibcananti-leulemic activity with - Stratum 3Pts 160 yrs with CR <12 months 2% 52% | aunfavorable Bloodland|tymphaticbisorders](ncludesifebrileneutropenia) B[ 6 1(433) 58]
minimalextramedullay toxicity (Giles et al, 2005). The purposeof the current doubleblind randomized . _§ 70% 65% 50% Dunknown General Disorders (includes pain, fever, fatigue) 52 (37%) gy
Ehasdlll studyis to determineif araC with Cloretaziné improves outcome in AML patients(pts) in - Stratum 4Pts 160 yrs with CR 12 months k] 0% 43% SKin a1 29%) P
rst relgpse g
a 2 40% Infection 37 (26%) 28**
- =3
Methods: Eligiblepts must be 118 yearsold, PS0-2,and hae AML in brstrelgsefollowinga CR or \ ) g 50% g 33% Vascular Disorders 35 (25%) 6
CRpof 3-24monthsin duration. Ptsare randomizedusinga 2:1schemao receie either araC1.5gm/ g 20% 8 30% " " "
m?2 (d 1-3) + Cloretaziné 600mg/m or placeboon d 2. Ptsare stratibedby both ageand remission = 35% £ 30% 27% MetabolismiandiNulrioniDisorders 2U(139) ©
duration. Ptsachi&ingCR or CRp are consolidatedwith araC + Cloretaziné 400mg/m, or araC + S 30m Respiratory Disorders 24 (17%) 13w
placebo accoding to original treatment assignmentPts with parial responseor bone mamrow STU DY DESIG N § 21% 21% 10% 20% 21% - -
improvement may receie a secondinduction cycle The study will accrue 420 pts, with an interim ( ‘ & 20% o 20% 16% Neurological Disorders 23 (16%) 5
anaysisfor sabty _and _efbcacyi} 210pts.The primary e_ndpomlls overall respo_nse(CR andCRp)rate. 0% 13% L 12 120 Investigations (includes laboratory abnormalities) 19 (13%) 8
Seconday endpoints include time-to-pgressionduration of responseand suwival. 10%: % 5% % 10% 10 Cordinc Disorders 2 8% Z
. 7% o,
_— . ) ) ) Design and Treatment Schedule 0% 0% 504 5%
Results: A datasabty monitoringboard review of the prst32 pts wasperformed in 12/05 Differential B Rangdomized double-blinglacebo-contolled trial 0% Psychiatric Disorders 6 (4%) 2
toxicity betweenthe two armswasnot obsened. From 03/05to 07/06,164 pts were enrolled by 47 o Total Stratum 1 Stratum 2 Stratum 3 Stratum 4 Renal Disorders 3 2%) 1
sites. 'Median age=59yrs (range 22-83),and 52%=male Distribution by stratum:|1 = 66 (<60, - 2:1 randomization s oy o A Total stratum 1 Stratum 2 Straum 3 Stratum 4 :
CR<12mos)|I= 22 (<60,CRI12mos); ll= 45 (160, CR<12mos)|V=31 (160, CR!12mos). Blindeddata - Stratibeddr CR1 duration and age Nera2 ess ez2 ey e oooys ooys Jsoys 60y EyelandiEai{Disorcers S1(229) v
are availablefor 110 monitored pts: 77% were de novo AML, 23% seconday AML. 107/110 pts R . + Ara- . g - - . - <12mo me <12mo CRi12mo Tumor Lysis Syndrome 2 (1%) 2
completedthe intended treatmentcourse The most common reported serious adwerse event was Cloretazine 600 mg/m + Ara-C 1500 mg/rffd CIV x 3d vsplacebo +Ara-C 1500 Graph 2: Median Duration of 15t CR by Stratum N=106 N=42 N=20 N=28 N=19 T 2 %) 3
infection (50%). Importantly, of 110 pts, early deaths("30 days from start of treatment)occured in mg/rﬁ/d Clvx3d 30 Y0 Yy d
only 13 (12%) ptsnost of which was due to iettion with neutopeniapr progressie disease - Second induction aeed Table I: Prior Treatment by Type *Includes 1 grade Svent *ncludes 2 grade Svents *+ncludes 4 grade S/ents
- . - ; ) ) - Consolidation after esponse 1: <60, 2 <60y1s 3: 60yrs 160515
Conclusions: A multi-site Phasell double-blindrandomizedtrial for pts with AML in Prstrelgpseis | L & p/rﬁ Jld d | b P J:;:‘O Cretomo CRI12 mo CR<12mo CR! 12mo0
feasibleand demonstratesa recognizedclinicalneedfor new treatmentsacmoss ageand CR duration - Cloretazine 400 mg/m + Ara-C 1500 mg CIV x 3d vsplacebo +Ara-C N-62 N-24 N=42 N=32 Table 4: Early Deaths < 30 days from Day |
variablesThe ability of pts to tolerate high-dosearaCwith or without Cloretaziné asassessetly rate 1500 mg/ri/d CIV x 3 d ) Induction without SCT, -
of SAE and eayldeath is encouraging. ) - 60+ sites in Noth America and Euupe < Median N 06) 139 (87%) 47 (75%) 23 (96%) 41 (98%) 28 (88%) ooy | 2 <oy s | EIEs
; 20 Total : : ! 80
_Targ_et accr_ual 420 patients/er 30 months iducion ok by SCT. | 113 — L L o N2 CR<_12mo CR!I12mo | CR<12mo | CR!12mo
- First patient enolled Mach 2005 " 0174 LB N=TL 222 NeSE NSl
(_ .I PRODUCT OVERVI Ew _\ - Over 210 patients ervlled as of 1 Ne 2006interim ana}sis planned S5 Total, N (%) 18(9%) | 5(7%) | 3(10%) | 7(14%) | 3(7%)
=] Table 2: Prior Induction Treatment by Regimen
P = | - Disease 2 0 0 1 1
- Novel alkylator fom sulbnylhydrazine class Eligibility - | - Fa0ns Zcooms | 3 tooye - 150yrs
C'\/\ /SOZMe - Prodrug activated to 90CE and mefisocyanate - First CR ! 3 and < 24 months duration 10 i | Regimen N=160 el Il I v I E::S:ng:p” 5 2 1 1 1
N - i i - ]
Preferential O alkyl.atlon Age !18 years old 076 570 Ara-C based regimen 157 (98%) 61 (98%) 24 (100%) 40 (95%) 32 (100%) Infection 6 1 1 3 1
- Forms DNA cross-links - ECOG perbrmance status 0-2
o N - Methylisocyanate gup contributes to cytotadcity - Serum ceatinine "2.0mg/dL 5 | | - Ara-C + anthracycline + other 143 (919%) 59 (97%) 23 (96%) 32 (80%) 29 (91%) o a 2 1 1 o
\SOZMe - Alkyl-guanine tranefase (AST) beliered to be major mechanism - Total bilirubin "1.5x ULN - Ara-C + other 14 (9%) 2(3%) 1(4%) 8 (20%) 3(9%)
of resistance -ASTALT "3x ULN 0 Other treatments 32%) 1(2%) 0.(0%) 2(5%) 0(0%) Hypoxia il 0 0 a 0
NHMe - Does not inhibit glutathioneeductase Total Stratum 1 Stratum 2 Stratum 3 Stratum 4 *As of 28 Sep 2006 to allofor 30 dyys

L <60yrs <60yrs 160yrs 160yrs
Objectives CR<12mo CRI12mo CR<12mo CR!12mo

- Primary endpoint N=121 N=51 N=17 N=30 N=23

.
- Rate of CR/CRp \ )
(—.I RATIONALE -—\ - Seconday endpoints
-Time to progression
Cloretazine® - Duration of response BASELINE PT
- Phase | single agent studies in hematologic malignancies - Suwival DE MOG RAPH Ics —\ ( M MA —\

- Crosses blood-brain beer )

- Primayy toxicity is nyelosuppession - Toxicity

- MTD = 600mgra Two-thirds of pati rolled to this onging Phase Ill double-blind placebo-cotied study of patients in 1
- Single agent activity siva in heaily pretreated patients with lewmia \_ y - Two-thirds of patients erulled to this on@ing Phase ouble-blind placebo-col study of patients in 1st
Arac o T <60yrs | 2 <60y1s | 3. 160yrs | 4! 60yrs relgpseAML ale patients with a 1st CR duration <12 months
- Most efective agent againstyeloid leulemia BLINDED STUDY N=142 CR<12mo | CR!'12mo | CR<12mo | CR!12mo - The largest stratum of patients esited is comprised of patients <60 yrs of age with a $60CR
- Continuous infusion eéictively saturates rate of araCTP synthésis N=53 N=22 N=37 N=30 le si d d . lecti fd
-4 igni i i 1 - Sample sizes ependent on omgng collection of data

4-dy CIV shavs signiPcant anti-leatnia eféct. o _ (_ ACCRUAL* _\ Median Age 59 51 52 66 6 p akep ngng
- 3-dgy duration of CIV selected as potentjaless txic in combination with Clogtazine . I .
(years, range) (22-83) (22-59) (25-59) (60-83) (60-74) - Patients a& evenly distributed in the 2 age gups (<60 and !60 gars)
Clor i in i ion with Ara-C (CLI1-034) - | i i i OMmi i i
Phase 1 Study (N40) T % % Male, N (%) 75 (53%) | 27 (51%) | 8 (36%) 25 (68%) | 15 (50%) Ara-C plus anthracycline + other is the most common brst inductiegimen ér patients withAML
-Ara-C 1.5/ CIV per dy x 4 (<65yrs)x 3 (165yrs) plus Cloetaziné: 100 to 600 mg/rh 1: Pts <60 yrs with CR <12 months 77 37% - Eary deaths18/192 (9%)are attributed to piogressie diseasgnfectionsand pulmonay complications
- MTD:600 mg/m with 4 daysAra-C (<65yrs) 2: Pts <60 ith CR ! 12 th 33 16% L . .
- MTD:600 mg/m with 3 daysAra-C (165yrs) S Wf e 2 - Blood andymphatic disaders and irdction ae the most common grade 3-4 aghge events
_ N L 3: Pts ! 60 yrs with CR <12 months 58 27% & ) k )

- DLT = prolonged nyelosuppessioncolitis
- Overall response rate of 27%gsponses seen at 400/500/600 miBioretaziné 4: Pts ! 60 yrs with CR 12 months 42 20%
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- 7/10 responders hadML Total 210 100%
- Responses achied in hegily pretreated patientsncluding HAC failues ro of 1 Nov 2006 A s H 2 o o 6
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