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IN THE CLINIC

Hutchison-discovered
fruquintinib moves into
phase lll CRC trial

By Cornelia Zou, Staff Writer

HONG KONG — The R&D arm of a China-
based health care group owned by the
multinational conglomerate Hutchison
Whampoa Ltd. (HK:13) has moved its
leading oncology candidate into phase lll.

Hutchison Medipharma Ltd. (HMP),
the majority-owned R&D company

of Hutchison China Meditech Lid.
(Chi-Med), said it initiated the phase

Il registration study in colorectal
cancer (CRC) patients in China for

its investigational small-molecule
fruguintinib (HMPL-013), which
selectively inhibits vascular endothelial
growth factor receptors (VEGFR).
“Fruquintinib’s main point of
differentiation is its very high selectivity
of VEGFR], 2 and 3 as compared to
other therapies in this area,” Christian
Hogg, CEO of Hutchison Medipharma,
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At an advanced stage. lumors sacrete large amounts of vascular
endothelial growth factor to stimulate the formation of excessive
vasculature to provide greater blood flow, coygen and nutrients
to the turmor. The drug works by blocking the devalopment of
naw blood vessels tumors nead to grow and invade.

The first patient in the trialwas dosed Dec. 12 when preparations
and site selaction bagan in June this yeaar.

“CRC lung and gastric cancer in aggregate represant 48.4
percent of all new cancer cases inmen in China and 34 percent of
all new cancer cases inwomen in Ching” Hogg said. “Therafare,
the potential for fruquintinib is significant™

CRC i= the third mast commaonly diagnosed cancer and the fifth
mast comimon @usa of cancer death in China after lung, liver,
stomach and esophagus cancers. In 2012, there were an estimated
390, 000 cases of CRC diagnosed in China, representing 10
parcent of the total cancer incidence in the country.

The randomized, double-blind, placebo-controlled, multicenter,
phase [l study is targeted at treating patients with locally
advanced or metastatic CRC who have failed at least two prior
gystemic antineoplastic therapies, including fluoropy fimidine.
maliplatin and irinotecan. Patients will be randomized at 3 2-to-1
ratio to receive either 5 mg of frequintinib orally once per day, on
a three-weaks-on, one-week-off oycle, plus best supportive care
{BSC) or placebo plus BSC.

The primary endpoint of the trial is overall sureival, with
sacondary endpoints of progression- free survival, objective
response rate. disease control rate and duration of response.
The company said more than 400 patientswill be enrolled in
about 25 centers, with top- line results axpectad in 2016.
Frusquintinib was discovered by HMIP in China and at this time is
undeargoing clinical trials only in China.

HMP conducted the first-in-human phase | trial in 2070, in
which 40 CRC patients were treated with fruquintinib. The
company relezsad positive results in April 2013. Based on those
data, a phase |b study was initiated |aterwith 62 more CRC
patients imeobved. Clinical trials for solid tumors are ongoing at
differant phasas in Ching, testing frugquintinib a= single-agent
tharapy or in combinatopm with chemotherapy.
“Frunuintinib i= in 3 phase || study in third- line non-smalkcall
lung cancer a5 well as a phase |b study in second-line gastric
cancer,” Hogg said.

In Cctober 2013, HMP and big pharma firm Eli Lilky and Ca.
anterad a licensing agreement that allows the two parties to
co-develop and commercizlize fraguintinib in China. Under the
terms of that agreement, HMP will be responsible for all future
davelopment of fruquintinib in China. The two parties will share
costis.

HMP will receive up-front payments as well as development
and regulatory approval milastone payments from Lilly, which

could add up to $86.5 millicn, plus tiered royalties starting

in the midtesns on net sales upon fruquintinit’s successful
commerdalization in China.

“The collaboration with Lilly will allow for fruquintinib to be
developed across variows tumar types in China and at a far
greater speed than if wewent alone”™ Hogg said.

HMP focuses an discovening novel therapeutics in oncolegy and
autoimmune diseases. The company s other leading oncology
drug candidate is volitinib, a c-Msat inhibitor that has shown
strong results in patients with papillary renal cell carcinoma
(PRCC). With positive phase | data wolitinib is potentially the
breakthrowgh therapy for the rare form of cancer. (See Biolorld
Today, May 29, 2014

hest 3 few months ago, HMP terminated the phase [ trials

fior its lead candidate HMPL-004, a botanical treatment for
ulcerative colitis, citing a high placebo effect. But the comipamy
has grown a robust small molecule pipeline, partnered with
Lilly, &strar eneca plc and kofinson & Johnson unit lanssen.
(See BioWorld Asia, Aug. 27, 2004.)

OTHER NEWS TO NOTE

Osslaniy Inc., of Philadelphiz, said it expanded and extendad
its collaboration with H. Lundbedk A /5, of Valby, Denmark,
wihich follows a previous equity investment in 2002 and prior
resaarch collaboration in 2013. The deal invokees the use of
O=sianix's single domain antibody platform based on the shark
WMAR structure to deliver next-genaration central nenous
system biotherapeutics. Ossianix will work with Lundbedk on
multiple targets aligned with the big pharma's therapewtic
goals, and the collaboration will continee to work on the
ligand-gated PZ¢3 ion channel expressad on sensory newrons
fior the treatment of neuropathic pain. Lundbeckwill fund the
resaarch plan with development and regulatory milestones,
and a joint reseanch committes will manage the projects. &
third component of the agreement provides an additional
equity imeestment for Ossianix to advance its own therapeutic
programs. Specific financial details were not disclosed.
Portage Blotech Inc.. of Toronto, said subsidiary Portage
Pharmacauticals Ltd. {PPL) successfully validatad a new call
permeable paptide platform technology derived from human
genas that has been shown to efficiently deliver an active
pharmacological agent or cargo into a cell withowt disrupting
the call membrane. PPL said it converted its praviously filad
prowisional patent application for the system to an international
patent application that includes a vaniety of structures utilizing
cargos that address important areas of medical nesd.
Prothena Corp. plc, of Dublin, gained an FDA fast track
designation for NEODOO, a moncclonal antibody for the
potential treatmment of amyloid light-chain amyloidosis. The
compary said it is the first investigational immunotherapy
specifically targeting the disease-causing protein in AL
amiyloidosis to receive fast track statws. It recently initizted a
phase Il global registration study of the therapy.



