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complete response rate for RPMI8226 tumors and a 50% complete
response rate for H929 tumors, with some complete responses lasting for
several weeks after the final dose of compound. Regressions of 70-90% of
tumor volume were observed after treatment of mice bearing JUN3 tumors
as large as 2.5 cm®. 100% of RPMI8226 tumors had significant regression
after a single dose of the compound. ARRY-520 was also active against
tumors that had progressed on conventional therapy: RPMI8226 and JIN3
tumors that had progressed during treatment with revlimid or bortezomib
regressed following treatment with ARRY-520, including regression of 85—
95% of tumor volume for JJN3 tumors that had progressed in mice treated
with revlimid. In vivo activity of ARRY-520 correlated with accumulation of
monopolar spindles and apoptotic cells in xenografts taken from treated
mice.

Conclusions: ARRY-520 exhibited potent in vitro and in vivo activity in
preclinical models of multiple myeloma. In vivo antitumor activity correlated
with the pharmacodynamic activity of the compound. A study of ARRY-520
in resistant / refractory multiple myeloma is planned.
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Background: NKTR-105 is a novel polyethylene glycol (PEG) conjugate of
docetaxel, a widely used antineoplastic agent approved for the treatment
of breast, NSCLC, prostate, gastric and head and neck cancers. NKTR-
105 was created using Nektar’s innovative small molecule PEGylation
technology and prior experience with NKTR-102 (PEG-irinotecan) in
nonclinical studies demonstrates that adding a PEG moiety to anti-tumor
drugs leads to an increase in exposure which is associated with improved
anti-tumor activity. The purpose of these studies was to evaluate the anti-
tumor activity of NKTR-105 in mouse xenograft models of human non-small
cell lung (H460) and colon (LS174T, LoVo) tumors exhibiting degrees of
docetaxel sensitivity.

Materials and Methods: H460, LS174T and LoVo tumors were established
in female, athymic nude mice. Groups of 10 mice received NKTR-105 or
docetaxel administered every 7 days x 3 at several doses up to maximum
tolerated dose (MTD). Doses of NKTR-105 are expressed as docetaxel-
equivalent doses. Control groups received no treatment after tumor implant.
Animals were weighed and tumor volumes measured twice weekly after the
first drug injection. Activity was assessed by tumor growth delay (TGD) and
number of regressions.

Results: NKTR-105 treatment resulted in a significantly greater TGD than
docetaxel (p <0.05) in H460 tumor bearing mice at MTD (33 mg/kg NKTR-
105, 25 mg/kg docetaxel) with % TGD of 122% and 48%. TGD with NKTR-
105 treatment in LS174T tumor bearing mice was dose related, with three
partial regressions at MTD; no partial regressions were observed with
docetaxel. In this model, treatment with NKTR-105 produced a significantly
greater (p <0.0001) TGD than docetaxel; 266% vs. 166% at MTD (40 mg/kg
NKTR-105, 30 mg/kg docetaxel). Greater TGD was also observed in LoVo
tumor bearing mice at the MTD of 30 mg/kg: 128% for NKTR-105 vs.
64% for docetaxel. Body weight changes for NKTR-105 treatment were
similar to those for docetaxel at respective MTDs in all xenograft models.

Conclusions: NKTR-105 demonstrates significantly greater anti-tumor
activity than docetaxel in H460 and LS174T mouse xenograft models.
At MTD, the % TGD for NKTR-105 was 2.5-, 2-, and 1.6-fold greater
than docetaxel in H460, LoVo, and LS174T xenograft models, respectively.
Tumor regressions were seen in LS174T with NKTR-105 but not with
docetaxel. NKTR-105 is a promising oncolytic drug candidate that warrants
further study in clinical trials.
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Purpose: ALB 109564 is a novel semi-synthetic Vinca alkaloid. The
purpose of the studies presented here is to compare the activity of ALB
109564 to vinorelbine in human tumor xenograft studies and to support the
selection of ALB 109564 as a candidate for development.
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Methods: A panel of five xenografts (H460, Colo205, PC3, H69, and MX-1)
was used to explore the breadth of activity for ALB 109564. Vinorelbine
was included in these studies for comparative purposes. Both vinorelbine
and ALB 109564 were dosed ip using a g4 d x4 schedule. Athymic nude
mice (n=10) were implanted sc with the respective tumor cells. Following
establishment of measurable tumors mice received equivalent therapeutic
doses, based on their maximum tolerated doses (MTDs), of vinorelbine
and ALB 109564. Paclitaxel was included as a positive reference standard
administered at 30 mg/kg, iv, g2d x5 and produced a significant tumor
growth delay (TGD) in each of the tumor models.

Results: ALB 109564 demonstrated antitumor activity superior to vinorel-
bine when dosed at respective MTDs. Statistically significant TGDs were
observed with ALB 109564 in four of the five xenografts studied while
vinorelbine did not significantly delay tumor growth in any of the models.
The activity of ALB 109564 in the PC3 prostate carcinoma xenograft was
confirmed in an experiment where the compound was evaluated on three
different schedules with iv administration. When given iv, ALB 109564 is
tolerated at considerably higher dose levels than when administered to mice
ip. While the MTD was 6 mg/kg ip on a g4 d x 3 regimen, the MTD for iv
ALB 109564 on a g4 d x 4 regimen proved to be 14.3 mg/kg. This regimen
was compared to a qwk x 4 iv regimen and a qd x 3 qwk x 4 intensive
iv regimen. The MTD of ALB 109564 on each of these three regimens
produced highly significant TGDs of >40 days. Regressions of PC3 tumors
were observed with all three iv treatment regimens.

Conclusions: ALB 109564 (12’-methylthiovinblastine dihydrochloride) is
a tubulin inhibitor with a mechanism of action comparable to that of
vincristine, vinblastine, and vinorelbine. Preclinical evaluation of ALB
109564 has demonstrated in vivo oncolytic activity against several human
tumor cell types in xenograft models greater than that seen with vinorelbine
when dosed ip and improved activity when dosed iv. These results support
the clinical development of ALB 109564.
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Background: NPI-2358 is a diketopiperazine derivative of the marine
Aspergillus sp. isolated compound halimide and represents a structurally
novel tumor vascular disrupting agent (VDA). NPI-2358 acts at the
colchicine binding site of B-tubulin, preventing tubulin polymerization and
resulting in a mitotic block in rapidly proliferating cells and a selective
disruption of tumor vascular endothelial cell shape and cohesion. In
addition to its VDA activity, NPI-2358 is cytotoxic to various human tumor
cell lines in vitro, with an IC50 of 10-20 nM. In vivo, as a single agent NPI-
2358 selectively and markedly disrupts tumor blood flow for at least 24 hr
post administration, resulting in tumor necrosis in both mouse (N202 breast
tumor) and rat (P22 sarcoma) models. NPI-2358 also exhibits single-agent
antitumor activity in various orthotopic xenograft models and potentiates
the activity of chemotherapeutic agents in colon, breast and prostate
subcutaneous cancer models.

Materials and Methods: Here we report on the evaluation of NPI-2358
in combination with docetaxel in the human MV522 non small cell lung
cancer subcutaneous xenograft model in mice. The sequence and timing
of docetaxel and NPI-2358 administration were investigated against small
(100 mm3) as well as larger tumors (1700 mm3).

Results: Docetaxel administered at 15mg/kg (IV) on days 1, 3 and 5 in
combination with NPI-2358 at 3.75mg/kg (IP) on days 1, 3, 5, 8, and 11
resulted in significant tumor size reduction, with an overall response rate
of 75% and two complete tumor regressions, whereas the docetaxel group
did not display partial or complete tumor regressions. In addition to being
effective against small tumors NPI-2358 also significantly potentiated the
effects of docetaxel against large tumors. An interesting observation made
during these studies was that the addition of NPI-2358 to the docetaxel
treatment regimen apparently alleviated the severe weight loss observed
in the docetaxel treated mice.

Preliminary results on the sequence and timing of docetaxel and NPI-
2358 administration in this MV522 xenograft model suggest that NPI-
2358 at 3.75mg/kg administered 1 hour after docetaxel at 15mg/kg is
an optimal dosing schedule to enhance docetaxel anti-tumor activity. NPI-
2358 has been evaluated as a single agent in a Phase 1 clinical trial and
a combination trial with docetaxel has been initiated in patients with non
small cell lung cancer.



