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BACKGROUND METHODS (Continued) RESULTS

NAD(P)H:quinone oxidoreductase 1 (NQO1) is a two-electron oxidoreductase expressed in multiple tumor types Key Eligibility Criteria \
at levels 5- to 200-fold above normal tissue. ARQ 761 (ArQule, Woburn, MA, USA) is a highly soluble  Age > 18 years
intermediate B-lapachone hydroquinone analog, complexed in hydroxypropyl-3-cyclodextrin, that exploits the e ECOGPS<1 Treatment-r el at ed adverse event sgradean®@toddt of patients
unique elevation of NQO1 found in solid tumors to cause tumor-specific cell death by eliciting a futile redox e Life expectancy > 3 months Characteristic Number (%) or median (range) 195 mg/m2 390 mg/m? 450 mg/m?2 550 mg/m?2 Total
cycle generating high levels of reactive oxygen species and ultimately PARP1 hyperactivation-dependent cell * Histologically/cytologically confirmed advanced solid malignancy for which ;ot:l(p)atlents IEGEng ARG Fol - (g? 86) N=10 N=17 N=11 N=4 N=42
death.>2 Prior work with ARQ 501, to which ARQ 761 is rapidly converted in vivo, established an MTD equivalent standard curative or palliative measures do not exist or are no longer effective ng : Gr1-2 Grade3 Gri1-2 Grade3 Gr1-2 Grade3 Gr1-2 Grade3 Gri1-2 Grade 3
of 390 mg/m? allowing the starting dose to be set at 195 mg/m? in this study. * Central venous access _ _ _ Male 24 (57) Anemia 6 (60) 1(10) 11(65) 2(12) 8(73) 2(18) 2(50) 1(25) 27(64) 6 (14)
* Adequate bone marrow, cardiovascular, hepatic, and renal function Female 18 (43) _
 Hemoglobin >10 g/dL (transfusion was permitted until 1 week prior to entry Race Fatigue 2 (20) o) 741 1(6) (29 L) 2(20) | dzo) | L7l | 2(9)
labs being drawn) White 36 (86) Hypoxia 0(00) 20 1(6) 5(9) 218 1(9 0(0) 3(75) 3(7) 11 (26)
NAD(P)H * Recovery of toxicity associated with prior anti-neoplastic therapy to grade 1 e T —— 4 (10) Hemolysis 0 (0) 00) 2129 1(6) 2(18) 00O 200 0(0) 6(14) 1(2
L h NAD(P)+ =y NNA D+ per CTCAE; any alopecia or grade 2 sensory neuropathy acceptable - 1(2) Vomiting 1(10) 1(10) 2(@(2) 1(6) 0(0 0() 2(0) 0() 512 2(5
-Lapachone \ip R-Lap * No known untreated brain metastasis; treated brain metastatis must be stable Unknown/Other 1(2) Nausea 1(10) 1(10) 1(6) 0(0) 19 0@ 3(75 0(0) 6(14) 1(2)
o (B-Lap) NQO" Hydroquinone with.no sy.mptoms. fora minimum of 4 weeks foIIo.wing treatment (image | Primary Tumor Site
0 0 confirmation required); steroid treatment for brain metastasis permitted if Lung 17 (40)
2 .\ R-Lap / 2 the dose was stable for more than 2 weeks; leptomeningeal metastases Bladder 4 (10)
02 Semiquinone - FEEEE: (P:arcreasl Zsl(icz)) NQO1 VS. RECIST Response
. 02  No use of hepatic enzyme inducing antiseizure drugs olorecta (12) 400-
e, ._.-"" * No pregnant or breast-feeding patients Brleajt ; (5) . e PD
Tagert” * No concurrent serious co-morbidities that could limit subjects’ full g![sm;;t] 5 g 300~ ey -l . = SD
participation and compliance Other 6 (14) S 200- |
A . . o . . . E 1
Catalase—| ROS H 0 ) Mmlm.um washout tlmc?s for prlor treatment were required as follows: Number lines of prior therapy 4 (1-12) 5 {
2™~2 O Nitrosoureas or mitomycin: 6 weeks ? 100- o, .
Re? o\ Caz+ 0 Other cytotoxic chemotherapy: 4 weeks 0  cselese
DNA Damage O"’a‘«h ER 0 Targeted therapy (e.g. tyrosine kinase inhibitors or monoclonal P=0.06
\ PARP1 ‘ antibodies): 2 weeks -100 0' 0'
0 Non-palliative Radiotherapy: 3 weeks < @
Hyper_activation 0 Other investigational therapy: 4 weeks P —————— RECIST Response
I (NAD-I-IATP LOSS) & >=< Following part one of the study where all patients received ARQ 761 on a weekly
Repalr ® &= schedule at 195 mg/m? (level 1) and then 390 mg/m? (level 2), a second phase of
100 7
O .E:_ the study was opened to compare the tolerability of ARQ 761 on multiple
- - - administration schedules.
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5 e Consistent with this proposed mechanism, in this phase 1 trial disease
Arm AZ: 390 mg/m? 430mgfm I h

3 1 intusion [1=3) infusion (n-3) 50 control rates and progression-free survival appeared greater in NQO1-
positive cancers

METHODS

opthe | Dome cacalstion e Principal toxicities of ARQ761 are hemolytic anemia and
pri T | oo methemoglobinemia, which were also dose-limiting toxicities
rimary chdpoints . .
E— - | * The ARQ761 maximum tolerated dose is 390 mg/m?
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eSafety, tolerability, and recommended phase 2 dose of ARQ 761 administered IV in subjects weeks (-3) I 172 woels (=) wioDms - = - e Combination studies are underway?4
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