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AstraZeneca plc's grassroots approach to business deval-
opment In Asia has allowed it to bring In 2 program from
Hutchison MediPharma Ltd. that was under the radar of
analysts covering the Chinese company. The deal to develop an
Inhibitor of c-Met receptor tyrosine kinase also provides the first
validation of the |0 years and almost § 100 million the Chinese
blotech has spent bullding Its In-house
discovery operations.

AstraZeneca will be responzsible for development in the rest of
the world. Hutchison MediPharma will receive $20 milllon up
front and Is aligible for $120 milllon In development and Initial
sales milestones, as well as additional sales milestones and up to
double-digit royalties.

““olitnib has better selectivity and Is more potent relative to
what else Is out there In the clinlc, 50 we expect that It will
differentiate itself in the chinic,” sald Hogg.

Phase | testing will begin “Imminently,”
he said.

Hutchison MediPharma was established “This Is one of the first AstraZeneca will walt to see undis-
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closed data from the clinical program In
China before declding whether to pursue
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Ison Whampoa Ltd.

The most advanced c-Met Inhibitor 1s

“People probably dom’t reallze that Detlev Biniszkiewicz, AstraZeneca Pfizer Inc.’s Xalkorl crizotinib, a dual

Hutchison MediPharma has been In place
In Shanghal now for 10 years because of our structure as a
subsldlary of a subsidiary, both of which are listed companies,”
CEO Christopher Hogg told BloCentury. "Hutchison Whampoa
Iz better known as one of the largest telecommunications and
port services companles In the world, so the fact that our work
as thelr foray Into pharmaceuticals Is non-core and not even
adjacent Is one reason we've bean relatively qulet.”

Deespite the low profile, Hogg sald Hutchison MedIiPharma is
one of the few blotechs with an established presence In China.

He attributed the paucity of Chinese Innovator blotechs to
“thera baing o much other low-hanging frult here, llke Internet-
and consumer-related areas — or even CROs — whera the
Invastment horlzons are sharter, 50 venture Investors have been
less Interested In funding pure research and Innovacion.™

Hutchison MediPharma didn’t need to chase VC money
because It had a deap-pocketed parent. This gave the company
“afive (o seven year head start™ on blotechs doing In-house R&D
In China, Hogg =aid.

Itz first-mover status allowed It to attract some of the “most
experienced Chinese pharma executives, many of whom had
gone to the U5 for education and ended up working at big
blotechs or pharmas In the LS. or Europe,” he sald.

“Based on the experience of the team we declded we wanted
to go beyond botanicals,” Hogg sald. “5Starting In 2004-05 we
began focusing on small molecule drug discovery™ with an
emphasis on oncology and Inflammation.

Hutchison MediPharma now employs 200 full-time sclentists,
120-130 of whom are focused on In-house discovery.

“WWe see ourselves as a fully Integrated operation able to
discover compounds, optimize and take them through preclinical
development. Then we have a clinical and regulatory group
capable of managing China-based clinical trials,” sald Hogg.

Last month's deal with AstraZeneca to co-develop and
commerclalize volitinlo (HMPL-504) Is the first partnership for
one of Hutchison MediPharma's In-house small molecules.

The companies will share development costs In China, while

Inhibltor of c-Met receptor tyrosine kinase
and anaplastic lymphoma kinase (ALK} and thelr oncogenic
variants. The drug Is approved for advanced or metastatic non-
small cell lung cancer (MSCLC) In patlents whose tumors are
AlLK-positive.

Behind Xalkorl are tivantinib (ARQ 197) from ArQule Inc.
and cabozantinib (XL 184) from Exelixis Inc. The molecules are
In Phase Il testing for M5CLC and thyrold cancer, respactively.
Tivantinib Is partnered with Dalichli Sankyo Co. Ltd. and
Kyowa Halkdoo Kirin Co. Ltd.

Going local

In 2006, AstraFenaca unvelled plans to put $100 milllon
towards establishing the Innovation Center China (ICC) In
Shanghal, which has become the company’s reglonal R&D base.

Indead, BiniszklewIcz suggested the volitinib deal was made
possible only because of pharma’s presence In China.

“somebody from ICC walked down the street o Hutchison
and talked to them about what It was they were working on,”
which 15 the only reason Astrafeneca was made aware of
volitinib, he sald. In fact. “| spoke with several analysts who
cover Hutchison earller this month who told me they hadn't
even known about this program since It wasn't In the clinic
yet.”

AstraZeneca already was Interested In bringing In a c-Met
program. “This 1s one of the first examples of 2 compound that
Is being developed In China that will then — we hope — be taken
globally,” sald Binlszklewicz.

“China 15 one of the pockets of Innovation that a lot of
companies are talking about but almost nobody has really
utllized very much,” he added. “We have bullt a very good
network of alllances within Asla, and China specifically, wherawe
have agreements with hospitals and research centers that pro-
vide us with Insight Into the emerging sclentific Innovation.”

As part of this effort, AstraZeneca has research collabora-
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tlons with academic Institutions In Beljing, Shanghal and
Guangdeng focused on gastric, liver and lung cancers, respec-
tively.

Branching out

Late last year, Hutchison MediPharma brought In Its first two
outside Investors. In November, Mitsul & Co. Ltd. recelved a
12.2% stake In exchange for a $12.5 milllon Investment and 5B
China Yenture Capital Ltd. took an undisclosed stake one month
fater.

The two Investors were brought In “to establish a *stake-in-
the-ground' on the valuation of Hutchison MediPharma,” ac-
cording to Hogg. “¥We were able for the first time to put a
concrete valuation on the company, which was important for
confidence and valdation for Chi-Med Investors, Including
Hutchison Yampoa.”

The Investment deals pegged the pre-money valuation at $82
milllion, he noted.

Rather than bringing In additlonal strateglc or venture
Investors, “we'd prefer to fund ourselves through partnerships
like the recent deal with Astrafeneca rather than dilutive eguity
fundralsings.” Hogg added.

Hogg hopes Hutchison MediPharma can churn out one to two
chnical candidates each year.

The company’s lead In-house program, HMPL-004, emerged
from work with an undisclosed Chinese herb. It 1s a botanical
extract that Inhibits a variety of inflammatory cytokines In tha
MF-kB pathway, exerting Its primary effects on tumor necrosls
factor (TMF) alpha, IL-1 and IL-&.

In a placebo-controlled Phase [lb trial In 223 patlents with
mild to moderate ulcerative colitis (UC), HMPL-004 met the
primary endpoint of clinical response. The endpoint was as-
sessed based on guantitative symptom reduction using standard
Mayo scoring as well as a decrease In rectal bleeding (see
BioCentury, Mov. 23, 2009).

In oncolegy, Hutchison MediPharma’s small molecule discov-
ery Is directed against targets Involved In anglogenesis, the cell
cycle and signal transduction. Hogg sald the company 15 focusing
an proteins that academic publications suggest are assoclated
with cancers particularly prevalent In China and Asla, Including
gastric and MSCLC.

Its plpeline now Includes flve molecules that Hogg described
as Im or on the verge of Phase | testing.



