by Xin Tao

riven by rapid economic growth and the world’s

largest rapidly aging population, China’s pharmaceu-

tical market has become the second largest world-
wide, only after that of the United States. The market volume
is forecasted to grow from US$108bn in 2015 to US$167bn
by 2020, representing an annual growth rate of 9.1 percent.’
China also plans to provide basic medical care for its entire
population by 2020 and encourages its more affluent popula-
tion to take out commercial health insurance.?

China, however, has proven to be a difficult market to break
into. Historically, regulatory complexities have been a major
barrier to global life science companies’ ability to launch inno-
vative drugs in China. For example, the China Food and Drug
Administration (CFDA) would not accept clinical trial data
developed overseas to support new drug approval. Further, new
drugs developed outside of China can only start clinical trials
in China after the Phase I clinical trial is completed overseas.?
As aresult, of the 433 new drugs approved in developed coun-
tries between 2001 and 2016, less than one third are currently
marketed in China.*

Another market barrier for global life science companies is
the lack of protection against infringing generic drugs. While
the current Chinese law requires that a drug applicant disclose
whether its product infringes others’ patents, in practice, there
are no incentives for drug applicants to do so and also no
penalty associated with the failure to disclose. Generic drug
products often are approved and sold in the market before a
patent holder can initiate any legal action.

To ensure that patients in China have access to innovative

products and that pharmaceuticals meet consistent quality
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standards, in August 2015, the China State Council issued
“Opinions on Reforming the Review and Approval System for
Drugs and Medical Devices.” Since then, CFDA introduced a
series of regulatory changes designed to streamline its approval
process for new drugs. In June 2017, CFDA was accepted to the
International Council for Harmonization (ICH) as a full regu-
latory member, pledging to transform its regulatory process to
be consistent with the international norm.

Further, for the first time, CFDA plans to adopt a patent
linkage system (similar to the Hatch-Waxman system in the
U.S.), under which drug applicants are required to make a dec-
laration on patent rights infringement in their applications. The
approval of the drug application will be put on hold pending
the resolution of a patent dispute. Patent holders will also be
able to take the generic drug applicants to courts when the drug
application is still pending.

Along with the streamlined approval process and enhanced
patent protection comes CFDA’s vigilant overseas inspection
program for drug manufacturing. The number of overseas
inspections conducted has increased by more than six-fold
between 2011 and 2016.” Major deficiencies identified by CFDA
inspectors may lead to suspension of the products’ market

authorization.

Recent CFDA regulatory changes that will likely have a
substantial bearing on the market entry time of new drugs in
China are the CFDA’s acceptance of clinical trial data from
studies conducted outside China and the new priority drug
review system.

In October 2017, CFDA promulgated Decisions of the China
Food and Drug Administration on Issues related to Adjustment
of Imported Drug Registration Administration (the Decisions).?
Under the Decisions, with the exception of vaccines, drug
applications for multi-regional clinical trials (MRCT) in China
are now permitted to launch synchronized Phase I clinical tri-
als both inside and outside China. In other words, this lifts the
prior requirement for a new drug to first be approved (or have

entered Phase II or III clinical trials) in its home country before
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clinical trials can be conducted in China. At the conclusion of
the MRCTs, the applicants can now directly apply for market
authorization without going through the separate registration
process for import drugs. The previous requirements that all
import drugs must be approved overseas before they can be
authorized in China are also abolished for new chemical drugs
and innovative biologics. Global companies should reassess
their clinical trial strategy in light of these changes, as these
changes will permit the submission of drug applications in
China in parallel with applications in the U.S.

In 2016, CFDA promulgated a new priority review system to
foster innovation.’ For new drugs, drug applicants may apply
for a priority review status when the products meet one of the
following criteria by submitting applications to CFDA’s Center
for Drug Evaluation (CDE):
 Innovative drugs not approved anywhere in the world
« Innovative drugs where there is a plan to be manufactured

in China
o Innovative drugs that are under parallel clinical trial appli-
cations in the U.S. and the EU

Other drugs, including drugs for HIV, tuberculosis, viral
hepatitis, rare diseases, malignant tumors, pediatric uses, and
diseases afflicting the elderly, may also qualify for priority
review under limited circumstances. CDE will review the
priority review status applications. Once the application is
approved, the drug applicant will have additional channels of
communication with CDE before the formal submission of an
application to commence clinical trials in China. Discussion
during these presubmission meetings can include topics such as
the sufficiency of the current research data to support a Phase I
clinical trial exemption.

These changes have the potential of greatly shortening the
amount of review time. Indeed, in March 2017, seven months
after a global company submitted its application for Tagris-
so (osimertinib) for the treatment of adult patients with lung
cancer, CFDA granted marketing authorization. In its press
release, the company notes that the rapid review and approval is
“recognition by the CFDA of the accelerated reform of China’s

regulatory framework to benefit Chinese patients.”

Another encouraging development is the strengthening of
intellectual property protection for innovative drugs. In May
2017, CFDA issued a policy document titled “Policies Regard-
ing the Promotion and Protection of Innovators’ Rights in
Drugs and Medical Devices (draft for public comments).”" Key
elements of this new policy include the new drug patent linkage
system and clinical trial data exclusivity.

Under the proposed patent linkage system, the drug appli-
cant is required to disclose whether the product infringes oth-
ers’ patents. In the event the applicant decides to challenge the
patent, a notification is required to be sent to the patent holders
within 20 days of the application submission. If the patent
holder views the applicant’s product as an infringing product,

a complaint should be filed with the courts within 20 days of
receiving the notice from the drug applicant. Patent holders can
also inform CFDA of any infringing drug application. CFDA
in turn, can decide whether it should set up a 24-month wait
period, during which the drug application cannot be approved
pending the resolution of the dispute. However, if no settlement
or decision is made after 24 months, CFDA can approve the
product.

The new policy also expands the scope of clinical trial data
exclusivity, which prohibits other applicants from using these
data in their drug applications, from only new chemical entity
drugs to cover all innovative drugs, orphan drugs, pediatric
drugs, and certain generic drugs. We summarize the periods
of data exclusivity for different product categories in the table

below:
Clinical Trial

Product Category Data Exclusivity
Innovative drugs 6 years
Innovative orphan drugs 10 years
Innovative pediatric drugs 10 years
Innovative therapeutic biologics 10 years
“Improved” orphan or pediatric 3 years
drugs
A generic drug which (a) has 1.5 years

successfully challenged a patent
or (b) is the first generic drug that
has been approved in China which
already has a market history
overseas
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Also, notably, the data exclusivity can only be triggered when

the drug applicant explicitly applies for it when applying for
market authorization. Further, to encourage global compa-
nies to bring more innovative drugs to China, the above data
exclusivity periods only apply when the drug application is filed
within one year of the new drug’s market approval in U.S., EU,
or Japan. If the application in China is filed more than one year
after the approval is issued in these developed countries, the
data exclusivity period will be deducted accordingly with any

time delay exceeding one year.

It should also be noted that in addition to regulatory changes
that help break down the market barriers for global companies,
CFDA also expanded its inspection program for pharmaceu-
ticals manufactured overseas. Failing a CFDA inspection may
carry serious legal significance and can lead to immediate
suspension of the products’ market authorization in China.
Companies currently selling into China should get familiarized
with the Chinese current good manufacturing practice (cGMP)

standards and not assume their quality system will always

pass muster. It is also helpful to monitor the CFDA inspection
observations and identify the trends.

According to CFDA’s annual report of inspections in 2016
(the most recent year that the annual report is available), a total
of 49 CFDA overseas inspections took place in 19 countries. At
the conclusion of these inspections, a total of 117 deficiencies
were identified, of which there were three critical deficiencies
and 18 major deficiencies. According to CFDA, the deficiencies
observed were mainly associated with Quality Control and
Quality Assurance, Material System and Change Management.
The critical deficiencies were due to the inconsistency of pro-
duction process and data integrity issues. These findings led to
the suspension of market authorization of four drugs manufac-

tured overseas in Austria, Japan, Italy, and India. "

The recent CFDA reform, which is designed to provide Chinese
patients with better access to innovative drugs, will also benefit
global companies by breaking down the regulatory barriers.
The changes provide tremendous opportunities for fostering
new innovations and improving access within China. Further,

as CFDA continues to modernize its regulatory regime, we also
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GLOBAL FOCUS: China

observe more enforcement actions against global companies
for failing to comply with Chinese cGMP standards. As global
companies continue to develop new positioning strategies for
doing business in the marketplace, they’ll also find new oppor-
tunities to leverage the sweeping regulatory and policy changes
that continue to evolve in China. A
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