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BACKGROUND S DETAILS DEMOGRAPHICS

STUDY DESIGN TABLE 2: BASELINE PATIENT DEMOGRAPHICS TABLE 7: OVERALL RESPONSE RATE
VNP40101M (CLORETAZINE®) E——
¥ sulfonylhydrazine alkylating agent ¥ Randomized (2:1) double blind, placebo-controlled el Control Total TR Control ‘ Total TreNa_t]rg;nt C;:\;r;l Dlﬁerenc:s{; ::rlopomons Dl
e e ¥ Stratified for CR1 duration (</>12 months) and age (</>60 years) 590 585 590 I S |
U v : Patients Randomized 140 70 210 f ; ; ;
v 90CE ¥ Sample size estimated with alpha = 0.05 and powered at 0.80 to cfien’s Tandomte Median Age (Range) (22-82) (25-83) | (22-83) ORR (CR+CRp) 52(37%) | 13019%) 0.186 (0.064, 0.307) 0.004*
e B dete.ct a dlfference.of 0.15 . Patients Treated 139 67 206 Median Durafion of CR1* (Range) 9.5 mo 9.7 mo 9.7 mo
species that pr eferentially tar gets ¥ Maximum sample size of 420 patients (26:263) | (27-25.5) | (2.6-26.3) CR 32 (23%) 11 (16%) 0.071 (-0.039, 0.181)
the O position of guanine Male, N (%) 73 (52%) 38 (54%) 111 (53%)
? g T VT PR R Siieium i SV, E2S 1o PO || BES) || BE5)
¥ Methyl isocyanate ECOG PS 0 59 (42%) 26 (37%) 85 (41%) Stratum 2: < 60 yr, CR > 12 mo 22 (16%) 13(19%) | 35(17%) CRp 20 (14%) 2 (3%) 0.114 (0.044, 0.184)
¥ Carbomoylating species TUDY TREATMENT - — — -
¥ Inhibits alkylguanine alkyltransferase (AGT), a DNAT  epair enzyme ¥Induction Treatment: ECOGPS 1 62 (44%) 36 (51%) 98 (47%) Stratum 3: > 60 yr, CR < 12 mo 39 (28%) 19 (27%) | 58(28%) *p-value does not cr _ oss the OOBrien-Fleming upper boundary
L. 5 ¥ Treatment Gr oup (T): VNP40101M 600 mg/m 2 + araC *ORR is 37% vs. 19% for T vs. C
¥Ac!|ve in L1210 cell lines (BCNU, CTX, and melphalan 1.5 g/m 2/d CIV x 3d ECOG PS 2 16 (11%) 5(7%) 21 (10%) Stratum 4: > 60 yr, CR > 12 mo 27 (19%) 15(21%) | 42 (20%) « ORR for T is consistent with Phase | observations
reswiani) ¥ Contr ol Group (C)Z placebo +araC 1.5 g/m 2/day CIV x 3d «The median CR1 duration is 9.7 months *Response duration data available for 132 patientsin T, 63 patients in C and 195
¥ Crosses blood-brain barrier ¥ Second induction allowed between d35-60 in patients with . . - patents o
S alloy 35-60in pa . * The median age of patients is 59 years TABLE 8: OVERALL RESPONSE RATE BY STRATUM
¥Induces remission as a single agentin Phase I and II > 20% blast reduction in the bone marrow, but with residual
3 " gle ag disease * Patients in T are comparable to patients in C across age, sex, and ECOG PS
leukemia studies Treatment Control
¥ Consolidation allowed after CR/CRp D T
¥ VNP40101M/placebo 400 mg/m 2+ araC 1.5 g/m 2/d CIV x 3d Stratum 1: < 60 yr, CR < 12 mo 15/52 (29%) 4/23 (17%)
RATIONALE OF VNP40101M IN COMBINATION WITH ARA consolidation SAFETY SR Gy SR e 822 (36%) 513 (377)
Gl o , TABLE 3: ON-STUDY MORTALITY TABLE 6: GRADE 3-5 EVENTS OCCURRING IN >5% OF PATIENTS SRIMEBRENTS EIS IS UG WRCES
» Continuous infusion (CIV) effectively saturates rate of
A=l Stratum 4: > 60 yr, CR> 12 mo 14/27 (52%) 4/15 (27%)
ECI:TI%C;ZVSV)S’“SIPZSI;ISCEIM anti-leukemia ef fect ! STUDY ELIGIBILITY Primary Cause LGt Conts System Organ Class Preferred Term pregmest Cophic
¢ ¥ AML by WHO classification (APL excluded) in first relapse DB D R 2 Total 52/139 (37%) 13/67 (19%)
«VNP40101M + araC ¥CR1 > 3 and < 24 months duration Sepsis 18 (33%) 1(17%) Febrile neufropenia 57 (1%) 32 (48%)
¥ Combination index for in vitro studies suggests moderate to [l NYNTRENET RS Pneumonia 11 (20%) 1(17%) Neufropenia 42 (30%) 12 (18%) TABLE 9: RESPONSE DURATION
strong syner gismz Infection 8 (14%) Blood and Lymphatic .
¥ VNP40101M + araC produced significant increases in long- ¥ECOG performance status 0-2 ARDS pyre system disorders Thrombocylopenia iers) PAE2) Treatment Control valve
term survival in L1210 leukemic mice when compar ed to [l MAIIURS Gl IR R teTL 1k i anemid 2SI UNISZ) N=139 N=67 P
each agent alone e Progressive Disease 5(9%) 2 (33%) Leukopenia 13 (9%) 4(6%)
¥ Total bilirubin < 1.5 x ULN pre— 2% . - G iy Number of responders 52 (37%) 13 (19%)
¥ AST, ALT < 3 x ULN - nevmonia g 3
TABLE 1: EFFECT ON SURVIVAL OF SINGLE AGENT VS Respiratory Failure 2 (4%) Infections and Sepsis 18 (13%) 2 (3%) Ag:;ic::r: 5esponse Duration 11.2 mo (6.7, 15.7) 8.1 mo (6.4, NE®) 0.600
VNP40101M + ARAC Hepatorenal Failure 1(2%) Infestations Bacteremia 13 (9%) 4(6%) (95% Cl)
STUDY OBJECTIVES st s s |IKIED Newropericsepss |76 | _ater
CIoup (%) Pl ¥ Primary objective: Multi-organ failure 1(2%) 2(33%) cessiratorv. thoracic. | 1YPO%9 17 (12%) 2 (3%) b NE = Not Estimable
Untreated Control ¥ Comparison of ORR (CR+CRp) °of Tvs C « On-study mortality includes deaths from all causes < 30 days q:;p:l:irz'sﬁn::qmc' Dyspnea 15 (11%) 2 (3%)
araC 50 mg/kg ¥ Secondary objectives: or from AEs < 60 days from any treatment cycle disorders F— — By
VNP40101M 5 mg/kg ¥ Comparison of T vs C with r egar d to: *39% (55/139) vs. 9% (6/67) on-study deaths (from any - -
VNP4010TM 10 mg/kg ¥ Time to pr ogr ession or death fr om any cause treatment cycle)inTvs C e - fiexid I(107) Sl(6Z) SUMMARY & CONCLUSIONS
VNP40101M 5 mg/kg + araC 50 mg/kg ¥ Duration of r esponse *31% (43/139) vs. 9% (6/67) on-study deaths following first Fatigue 10 (7%) 1(1%) —_— X ..
. : iur_w_\t/al induction in Tvs C Vascular disord e 20%) 2 (37%) * VNP40101M .(Clore’ra-zm‘e ) + araC induces remissions
TR AT [ e e == roioees OXICILY « Sepsis, pneumonia, and infection account for 67% (37/55) of [ Gastromtesfingl i in patients with AML in first relapse
deathsin T disorders Diarrhea 10 (7%) 1(1%)
* ORR with VNP40101M + araC was 37% vs. 19% with
Metaboli d )
STUDY MILESTONES TABLE 4: OVERALL SURVIVAL notifion disorders | HyPerlycemia 8(6%) 3(4%) placebo +araC
FIRST RELAPSE AML ¥ 69 sites in North America and Europe Treatment ~ Control Pl
N=139 N=67 P H
¥ No standard freatment for relapsed AML? \First patient enrolled March 2005 AFETY OBSERVATIONS * ORR COUI:: not trfnslo:)e toa ;urwr\:al benefit due to the
¥ Gemtuzumab  ozogamicin  approved but limited to R . ) _ Median Overall Survival 42mo 60mo . increased mortality observed in the treatment group
patients ! 60 years with CD33-expr essing leukemic blasts ¥ Planned DSMB interim analysis for efficacy and safety at N=210 (95% CI)° (3.4.55) (45.12.3) 0.039 we?g:e.:n‘:;gl:gif:einrf:c::si:ofjc;n::gr:esse[_)\i,rec:teor‘::dé::rzeer‘slems _ . .
N B B T L B L L R R 2 11D B |¥DSMB recommended halt to enroliment and treatment based on . ’ ’ . * Infectious and pulmonary complications account
h o 2 b i . -stud tality (M 2007 2 Patients alive as of the date of last follow up have their survival time censor ed * Hematologic adverse events ar e comparable in T vs C f h P f v dvd h
chemo py observed imbalance in on-study mortality (May ) atthe last date of known mortality status. - Grade 3-4: 63% vs. 70% orthe majority of on-study deaths
« Grade 5: 1% vs. 0% q q
* Age and duration of first remission (CR1) are pretreatment TABLE 5: MYELOSUPPRESSION + Grade 5 infections ar e mor e common in T vs C Prolo n_g ed m ye_ losu ppre SSI(_) n with VN P4010?M v
prognostic factors most closely associated with freatment + Grade 3-4: 44% vs. 43% araC like ly pre d ISpose d patientsto fatal infection
outcome? Day of Recovery® Treatment Control « Grade 5: 17% vs. 3%
— — o vt v oy e commoninTye € * Given the response rate observed in T, further study of
« Grade 3-4: 30% vs. 12% ’
* A Phase | study of VNP40101M + araC has demonstrated ANC Median (Range) 32(2-77) 25(3-90) . . . . "
activity in hem’,'"y prefreated patients (median of 3 prior [ ARl 4. Bross et al. Clin Cancer Res. 2001. - Grade 5 1% s, 0% ) ) VNP40101M + araC is warranted in first relapse AML
regimens) with relapsed/refractory leukemia® 2. Liu et al. AACR 4279 2006, 5 ElLscicl @l CaeRes. 208 ficteletiMedion(Bongs) DEED BEH OhCC I Gl BN CANE ERET U ED Y GBI R EA LN AH (S with modifications to address the observed toxicity
3. Leopold and Willemze. Leuk Lymphoma. 2002. 6. Cheson et al. JCO. 2003. 3ANC ! 0.5 x 10 %/L; platelets ! 50 x 10 /L




