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Background: Neurotrophin ligands and their receptors TRKA, TRKB, and TRKC
(encoded by NTRK1, NTRK2, and NTRK3) are important for growth regulation, differ-
entiation and survival of neurons. Translocations involving the NTRK1/2/3 kinase do-
main have been described in a broad range of adult and pediatric tumors, including
infantile fibrosarcoma (IFS), spindle-cell sarcoma, congenital mesoblastic nephroma,
pediatric papillary thyroid cancer, high- and low-grade gliomas and Ph-like acute
lymphoblastic leukemia. Larotrectinib is the first small-molecule selective inhibitor of
TRKA, -B, and -C in clinical development and has demonstrated tumor growth inhib-
ition in preclinical models and clinically meaningful and durable responses in patients
with NTRK-translocated cancers in an adult phase 1 trial.

Trial design: We have initiated an open-label, multi-center, international Phase 1/2
study with larotrectinib in pediatric patients with solid tumors and primary CNS
tumors. A pediatric recommended phase 2 dose of 100mg/m2 (caped at 100mg BID)
has been established. Enrollment to phase 2 began in April 2017 and is ongoing. For the
phase 2 component, patients from 1-month of age with IFS or an NTRK-fusion positive
tumor, including those who have not undergone definitive surgery are eligible. Patients
who have not undergone definitive surgery are eligible as well. Larotrectinib is adminis-
tered as an oral liquid formulation or capsules twice daily on a continuous 28-day
schedule. Dosing is based on body surface area. The phase 2 portion enrolls patients
with NTRK-translocated tumors and measurable disease into three cohorts: 1) infantile
fibrosarcoma; 2) other extracranial solid tumors; and 3) primary CNS tumors. The pri-
mary endpoint is objective response rate, with duration of response and progression
free survival as secondary efficacy endpoints. Quality of life measures and ctDNA are
exploratory endpoints. Each phase 2 cohort will enroll in a single stage of up to 10 pa-
tients. Molecular abnormalities will be characterized through the analysis of archival
tissue.
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Background: The experimental anti-cancer drug, idronoxil, is a selective inhibitor of
PI3K/AKT in tumor cells, with studies showing it to be a potent chemosensitizing agent
of carboplatin in vitro and in animal studies across a wide range of cancer cell types.
These results, however, have not translated to clinical efficacy, with a Phase 3 study of
combined oral idronoxil and intravenous carboplatin in patients with late-stage plat-
inum-refractory ovarian cancer discontinued with no efficacy seen. This lack of efficacy
is now thought to be due to complete conversion of idronoxil to bio-inactive Phase 2
metabolites. NOX66 is a suppository formulation of idronoxil designed to protect the
drug from Phase 2 metabolism. This first-in-human study will look at the ability of
NOX66 to deliver relatively high levels of idronoxil in a bio-active form, investigating
(a) PK and (b) safety of NOX66 administration both as a monotherapy and in combin-
ation with carboplatin.

Trial design: This is an open label, Phase 1 PK and safety study of NOX66 as a mono-
therapy and in combination with carboplatin. Patients included have end stage, refac-
tory solid tumours, and no further therapy options available. A total of 16 patients will
be recruited into the study in two cohorts of 8 patients. NOX66 suppositories are

formulated using 400mg of idronoxil per 2.2g suppository. Patients are allocated to re-
ceive either one or two suppositories per day. Study Part 1: NOX66 PK: Patients receive
NOX66 for 14 consecutive days as monotherapy, with a follow up period of 7 days
post-dosing. Blood samples will be collected throughout the monotherapy arm to
measure levels of idronoxil. If no significant adverse events are noted in this 21 day
period, a patient will continue in the study. Study Part 2: NOX66 plus Carboplatin:
Patients receive NOX66 at the same dose as in Part 1, for 7 days. Carboplatin is admin-
istered on Day 2 of treatment. Up to 6 cycles of chemotherapy are administered, at
intervals of 28 days. For Cycles 1-3, low dose (AUC4) carboplatin is administered.
Subject to safety review, standard dose (AUC6) carboplatin is administered for cycles
4-6. Safety assessment is continued throughout the study, with measures to identify ef-
ficacy signals (CT scan, ECOG) performed at baseline and after Cycles 3 and 6.
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Background: Poly (ADP-ribose) polymerase (PARP) proteins are a family of DNA
binding and repair proteins and are thought to play a key role in the base excision repair
of DNA damage generated by temozolomide (TMZ), a DNA-alkylating agent. PARP
inhibitors (PARPis) represent a class of antitumor agents that exert their cytotoxic ef-
fects by inhibiting PARP activity. Some PARPis are capable of trapping PARP proteins
on DNA, further augmenting cell death. BGB-290 is a potent and selective inhibitor of
PARP1/2 and has demonstrated PARP trapping capacity. Synergistic cytotoxicity has
been observed in vitro and in vivo when BGB-290 is combined with low dose TMZ.

Trial design: This open-label, Phase 1b/2 dose-escalation/dose-expansion study is de-
signed to evaluate BGB-290 at the recommended Phase 2 dose (60 mg administered or-
ally twice daily [PO BID]) in combination with TMZ in patients with locally advanced
and metastatic solid tumors. The phase 1b dose-escalation component will follow a
3þ 3 design to establish the maximum tolerated dose (MTD) of TMZ in combination
with BGB-290 in�50 patients with solid tumors. Dose escalation will evaluate the
safety, tolerability and pharmacokinetics of BGB-290 (60 mg BID) plus escalating doses
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