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1. Summary of Previous Study
Findings

Beijing Intellectual Property Institute (BIPI
for short) started the study on "pharma-
ceutical patent linkage system” in October
2015, and successively completed the Study
Report on Establishing the Linkage Mech-
anism between New Drug Application and
Patent Protection (hereinafter referred to
as "Phase | Report’) on December 25, 2016,
and the Study Report on Exploring the Es-
tablishment of China's Pharmaceutical Pat-
ent Linkage System (hereinafter referred to
as "Phase Il Report” ) on April 10, 2018.

The Phase | Report mainly introduces the
counterpart systems of other countries and
regions to deal with patent problems in the
process of drug registration. Considering
that the purpose of the study is to demon-
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strate the necessity and feasibility of es-
tablishing a linkage mechanism (i.e. phar-
maceutical patent linkage system) between
new drug application and patent protection
in China, the first part of the report focuses
on the pharmaceutical patent linkage sys-
tem represented by the United States, and
delves into the background for the promul-
gation of provisions related to pharmaceu-
tical patent linkage in the Hatch-Waxman
Act of 1984, the provisions themselves and
their implementation. In addition, the re-
port also investigates and reviews the data
protection system, typically in Europe and
Japan, which favors the protection of inno-
vative drug industry, as well as the model
adopted by India, i.e. "the Third Path’, as
the report puts it. The results of the three
models are compared in the report. The
second part of the report mainly introduces
the current situation of the domestic phar-
maceutical industry in China, and focuses
on the problems existing therein. The third
part of the report makes an attempt to
clarify the problems in the current phar-
maceutical policies after summarizing the
legal systems related to drug administra-
tion and intellectual property protection. At
the same time, the report points out that
it is both necessary and feasible for China
to introduce the pharmaceutical patent
linkage system. At the critical time for the
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pharmaceutical system reform, and amendment
of Pharmaceutical Administration Law and Patent
Law, the introduction of pharmaceutical patent
linkage system will be conducive to the develop-
ment of China's pharmaceutical industry. At the
end of the report, some legislative suggestions
are put forward, and predictions are made on the
implementation of pharmaceutical patent linkage
system.

The Phase Il Report is worked out based on the
Phase | Report and against the background of the
Opinions on Deepening the Reform of the Review
and Approval System to Encourage Innovation in
Drugs and Medical Devices promulgated by the
General Office of the CPC Central Committee and
the General Office of the State Council, to confirm
China's will to establish a pharmaceutical patent
linkage system. It can be said that the Phase |
Report still focuses on demonstrating whether
the pharmaceutical patent linkage system should
be adopted. However, by the time the Phase I
Report is completed, all doubts about the neces-
sity of adopting such a system have been cleared
up, so the study focuses on how to build the sys-
tem in China, in other words, how to realize the
localization of the pharmaceutical patent linkage
system which originated in the United States. The
Phase Il Report first discusses the core value and
institutional basis of the pharmaceutical patent
linkage system, and reveals that market certainty
is the core value, and strict legal protection of
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drug innovation is the premise and basis for
the effective implementation of such a sys-
tem. As the pharmaceutical patent linkage
system involves the patent administration
department, drug regulatory agency, courts
and other relevant authorities, the second
part of the report anticipates the changes
in the responsibilities of different authori-
ties after the implementation of the system
in China by reference to the responsibilities
of USPTO, FDA and courts in the United
States after the implementation of the
pharmaceutical patent linkage system. The
report then discusses all aspects of imple-
mentation of the system in the context of
China's institutional environment, including:
establishing China's "Orange Book" system,
building a "artificial act of infringement”
system, clarifying the procedural rules and
jurisdiction of patent challenges, as well as
other entity or procedure issues that may
be involved in patent challenge cases, such
as legal liabilities in patent challenge cases,
identification and ascertainment of related
technologies in such cases, natification of
patent invalidity, handling of cases invalving
multiple generic drug applicants, and rec-
ognition of other outcomes of the cases,
etc.

2. Study Background of this Proj-
ect



BmARBER (LT
BIF “FDA” ) IRiE (B
HEM HAm. s
EZR) (LUTEMR “FD&A
ER) BETR2lS5
BRERNERENZS
¥, BEBRFRNNE
FL2MENHNESTH
Mo HFREEMNRZY!
BE G FT25 (b 1A FDA #1T
MARBENRERNES
ZHMANARBERA
EWEFIE S, FDARE
i “FBZ:FJ” NIIEE
&I (RLD) F4R
JE 1] 551 (Rs) o T FIK
BRI A IERE L “AE
B8 REWNEERE,
Ak, “BEH Fid
HNEMEERMHHLS

A 1T EFBEA AV E
Bitio

2017 108 8H,
RHPRDAT. ES
BRDATENRT (XF
R E T E L E E R E
g Jih 24 an BS 77 23 1 61 3
WEm) CLITER (2
Wmy) , s, PEH
mn B 77 88 i b TR R &
&, BUFrEIL 53R,

The pharmaceutical patent linkage system orig-
inated in the United States. The Approved Drug
Products with Therapeutic Equivalence Evalua-
tions (commonly known as the "Orange Book" )
identifies drug products approved on the basis
of safety and effectiveness by the Food and Drug
Administration (FDA) under the Federal Food,
Drug, and Cosmetic Act (the FDCA). However,
the Orange Book does not include the drugs on
the market approved only on the basis of safety.
Most importantly, the Orange Book lists the pat-
ent information (patent claiming a new drug or a
method of using the drug) that innovative phar-
maceutical enterprises should submit to FDA for
the new drug application. Through the "Orange
Book", FDA designates Reference Listed Drug
(RLD) and Reference Standard (RS). The subject
matter and procedure of patent challenges shall
be consistent with the information published in
the "Orange Book". Therefore, the patent informa-
tion recorded in the "Orange Book" is the basis of
patent challenge for generic drug makers.

On October 8, 2017, the General Offices of the
CPC Central Committee and the State Council
(hereinafter referred to as Two Offices) issued
the Opinions on Deepening the Reform of the
Review and Approval System to Encourage Inno-
vation in Drugs and Medical Devices (hereinafter
referred to as the Opinions), pointing out that the
pharmaceutical and medical device industry in
China is developing rapidly, innovative enterprises
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are springing up, and the reform of the review
and approval system continues to move forward.
However, in general, there is still lack of techno-
logical innovation support for China's pharma-
ceutical and medical device industries, and a gap
between the quality of products on the domestic
market and the international advanced level. In
order to promote the adjustment of industrial
structure and technological innovation of the in-
dustries, improve industrial competitiveness and
meet the clinical needs of the public, we need
to deepen the reform of review and approval
system to encourage the innovation in drugs
and medical devices. According to the Opinions,
measures should be taken to promote the de-
velopment of drug innovation and generic drugs,
such as establishing a catalogue of drugs on the
market, exploring the establishment of pharma-
ceutical patent linkage system, carrying out the
pilot project for the compensation system for
the drug patent duration, and improving and im-
plementing the drug trial data protection system.
Accordingly, the Two Offices have confirmed the
resolution to establish the pharmaceutical patent
linkage system in China.
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On December 28, 2017, China Food and Drug Ad-
ministration (CFDA)' issued a public announce-
ment on the Approved Drug Catalog of China (
"the Catalog" for short, Document No. 172 in 2017),
pointing out the Catalog is intended to protect
the public rights and interests in drug use, im-
prove the quality of drugs, alleviate the burden
of drug use, and encourage drug research and
innovation. The Catalog is the carrier for CFDA to
release the information of approved drugs on the
market. As China has not yet established a phar-
maceutical patent linkage system, the purpose of
publication of the Catalog is mainly to meet the
requirements of "generic drug equivalence eval-
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! As the decision of the Third Plenary Session of the 19th Central Committee
of the CPC, and the "Continuing the Reform of Party and Government
Institutions” issued in March 2018, the responsibilities of the State
Administration for Industry and Commerce, the General Administration
of Quality Supervision, Inspection and Quarantine, China Food and Drug
Administration, and the price supervision, inspection and anti-monopoly
functions of National Development and Reform Commission were all
integrated into the State Administration for Market Regulation (SAMR), as
an institution directly affiliated to the State Council. It is mainly responsible
for the comprehensive supervision and management of the market,
unified registration of market entities, establishment of information
bulletin and sharing mechanism, comprehensive law enforcement of
market supervision, the anti-monopoly law enforcement, regulation
and maintenance of market order, implementation of quality power
strategy, safety supervision of industrial product quality, food and special
equipment, unified management of measurement standards, inspection,
testing, certification and accreditation, etc. National Medical Products
Administration (NMPA) was also established under the SAMR, and is mainly
responsible for the registration and supervision of drugs, cosmetics and
medical devices. In this report, unless otherwise specified, CFDA refers to
the China Food and Drug Administration before the institutional reform
in March 2018, while NMPA stands for the National Medical Products
Administration after the institutional reform in March 2018. In this report,
when referring to the drug regulatory agency before March 2018, its name
is "CFDA'; if the drug regulatory agency is mentioned when a proposal or
suggestion is made, its name is “National Medical Products Administration"
or NMPA.
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uation’. On the basis of the Opinions issued
by the Two Offices, and while the establish-
ment of pharmaceutical patent linkage sys-
tem is being explored in China, it is worth
further study whether the Catalog and the
content of it can meet the requirements of
the system.

For this purpose, the BIPI has cooperated
with RDPAC to carry out a comparative
study between the Catalog and the “Orange
Book” of the United States, which aims to
provide opinions and suggestions for im-
proving the Catalog and bringing it into full
play in the implementation of the Chinese
pharmaceutical patent linkage system.

It should be noted that due to professional
reasons and limited knowledge, the BIPI
carries out the study mainly from the per-
spective of drug patent protection, and
does not elaborate on the professional
problems in the pharmaceutical field in-
volved in the Orange Book of the United
States and the Catalog.
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(1) The Origin and
Development of “Orange
Book" System

In 1906, the United States passed the Federal
Food and Drug Act, which did not require
prior testing of drugs for safety on human
body or animals before they are sold, and
did not require drug makers to prove the
effectiveness of their drugs. In 1912, the
Congress passed an amendment to the
Federal Food and Drug Act, which stipulated
that if the FDA believes that a drug maker
is engaged in false advertising, for example,
a drug maker claims that a drug can cure
a certain tumor, the FDA cannot make a
decision by proving whether the drug is
effective or not, but by proving that the
drug is indeed ineffective. The situation
lasted until 1937, when the famous "Elixir
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Sulfanilamide disaster” occurred in the United
States. This was one of the most consequential
mass poisonings of the 20th century. In response
to the disaster, the U.S. Congress passed the Food,
Drugs, and Cosmetic Act (FDCA) in 1938, which
established the far-reaching New Drug Application
(NDA) process. The legislation gave FDA weight
to conduct rigorous review of new drugs and
demand that drug makers prove that their drugs
are both safe and effective before they are put
on the market. The drug makers were required to
list all the effective ingredients and warnings on
the label, and detailed safety instructions must be
available. If a drug was found to have an adverse
effect on health, FDA had the right to ban its sale.
The implementation of FDCA spared the United
States from the "thalidomide crisis" that caused
the birth of several thousand deformed babies in
Europe.

Afterwards, the United States attached greater
importance to the drug safety issue, and
enacted Kefauver-Harris Amendment in 1962. The
Amendment changed the following: (1) Required
that drug makers prove the effectiveness of
drug products before they go on the market,
and afterwards report any serious side effects.
(2) Required that evidence of effectiveness be
based on adequate and well-controlled clinical
studies conducted by qualified experts. Study
subjects would be required to give their informed
consent. (3) Gave the FDA 180 days to approve
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a new drug application, and required FDA
approval before the drug could be marketed
in the United States. (4) Mandated that the
FDA conduct a retrospective evaluation
of the effectiveness of drugs approved
for safety—but not for effectiveness—
between 1938 and 1962.” (5) Allowed the
FDA to set good manufacturing practices
for the industry and mandated regular
inspections of production facilities. (6)
Transferred control of prescription drug
advertising to the FDA, which included
accurate information about side effects. (7)
Controlled the marketing of generic drugs
to keep them from being sold as expensive
medications under new brand names.’ The
1962 Amendment, also known as "Zero-risk
Regulation”, is an important part of the Zero-
risk Regulation food and drug policy system
in the United States. The dominant position
of this concept has lasted for nearly 30
years. *
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Jeremy A. Greene, Generic Drugs: the Unbranding of Modern
Medicine, p66 and 83. The retrospective evaluation conducted by
FDA (executed by the US. National Academy of Sciences/National
Research Council) is called Drug Efficacy Study Implementation
(DESI). 77 Fed. Reg. 43,337, 43,338 (July 24, 2012)

FDA, Kefauver-Harris Amendments Revolutionizes Drug
Development (2012) (History of FDA 1962 Amendments), https://
www.fda.gov/consumers/consumer-updates/kefauver-harris-
amendments-revolutionized-drugdevelopment.
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Drug Administration, Progress in Pharmaceutical Sciences, 1999,
Issue 1, pp. 37-39.
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Meanwhile, state laws on pharmacy-grade
substitute drugs were also changing. Laws
banning substitute drugs became common
in the 1950s and 1960s. In 1971, the last two
states followed suit to enact such laws. °
However, in the same year, the American
Pharmacists Association called for the
repeal of such laws because its members
believed that such laws failed to protect the
interests of pharmacists or patients.”

The Orange Book came at the juncture of
the Drug Efficacy Study Implementation
(DESI) program and the repeal of the anti-
substitute law. In the 1970s, the rise of the
American generic drug industry mainly
involved the generic version of the DESI
drugs on the market (i.e. the drugs in
compliance with statutory requirements and
approved by FDA before the implementation
of 1962 Amendment, and accredited as
effective drugs under the DESI program).’
In the same period, some states amended
their laws to encourage the substitution of
drug products, ° but different states took
different approaches to the substitution.
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Medicine, pp. 140-142 (2014).

7 Jeremy A. Greene, Generic Drugs: the Unbranding of Modern
Medicine, p66 and 83 (2014).

¥ Jeremy A. Greene, Generic Drugs: the Unbranding of Modern
Medicine, pp. 148-149 (2014).
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These state laws generally require either
that substitution be limited to drugs on
a specific list (the positive formulary
approach) or that it be permitted for all
drugs except those prohibited by a particular
list (the negative formulary approach). *
Some states consider the positive formulary
approach as "expensive and terrifying, as
it places a greater burden on generic drug
makers and state government to determine
therapeutic equivalence."”

Considering that different states adopted
various positive and negative formulary
approaches, in 1975, FDA developed a list of
drug products for which actual or potential
bioequivalence problems had not been
resolved. The list was later published as
a blue book. " By 1978, consumer groups
urged the FDA to publish a unified positive
formulary for the whole country, given that
the negative formulary in the blue book
could hinder the use of generic drugs.”

A historian described the development
of the Orange Book as follows: in 1977, an

° Jeremy A. Greene, {{AHIZg:
kL) &5 140-150 BT (2014)o

" Jeremy A. Greene, ({AHIZ5:
kb)) 55 150 T (2014),

" Jeremy A. Greene, {{HEIZ5:
kb)Y 55 152-153 BT (2014),

" Jeremy A. Greene, ({5425
k) 25 153 BT (2014),
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° Jeremy A. Greene, Generic Drugs: the Unbranding of Modern
Medicine, pp. 140-150 (2014).

" Jeremy A. Greene, Generic Drugs: the Unbranding of Modern
Medicine, p150 (2014).

" Jeremy A. Greene, Generic Drugs: the Unbranding of Modern
Medicine, pp. 152-153 (2014).

" Jeremy A. Greene, Generic Drugs: the Unbranding of Modern
Medicine, p153 (2014).
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advocate of New York's drug substitution law
learned from a senior FDA official that the FDA
had sufficient information to develop a positive
formulary for the U.S. Department of Defense.”
The advocate obtained the related documents
based on the Information Freedom Act and
produced a positive formulary out of these
documents, which was called the "Green Paper"*
After that, he put pressure on the FDA to support
the Green Paper, which was based on FDA's own
documents, and obtained the FDA Commissioner's
support statement in 1978"° Before long, the FDA
was asked to review and approve formularies of
some other states” Instead of doing so, however,
the FDA Commissioner decided to publish a
unified list of drugs with therapeutic equivalence
in the form of Orange Book”

The Orange Book was distributed as a proposal
in January 1979. It included only currently
marketed prescription drug products approved
by FDA through new drug applications (NDAs)
and abbreviated new drug applications (ANDAs)
under the provisions of Section 505 of the FDCA.
Finally, the Orange Book was published in October

" Jeremy A Greene, (%5 MAE
TR mhEML) 55 158 TT (2014),

" Jeremy A. Greene,  ({A%IZE: MAEZH
BIZEmhE(L) 55 158 BT (2014),

® Jeremy A. Greene, ({AHIZ: MRE
ZNESRRRML) 55 158-163 TT (2014),

" Jeremy A Greene, ({AHIZ: MRE
ZNEAEML) 58 164 DT (2014)o

" Jeremy A. Greene, ({5HIZS: MAREH
B SRhEL) 25 164-165 T (2014)o

* Jeremy A. Greene, Generic Drugs: the Unbranding of Modern Medicine, p158
(2014).

" Jeremy A. Greene, Generic Drugs: the Unbranding of Modern Medicine, p158
(2014).

* Jeremy A. Greene, Generic Drugs: the Unbranding of Modern Medicine, pp.
158-163 (2014).

" Jeremy A. Greene, Generic Drugs: the Unbranding of Modern Medicine, p164
(2014).

" Jeremy A. Greene, Generic Drugs: the Unbranding of Modern Medicine, pp.
164-165 (2014).
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1980 for the first time.® Hatch-Waxman
Amendments of 1984 required that FDA
"make publicly available a list of approved
drug products with monthly supplements,
which contains specific items (including
patent information).” The Orange Book
and its monthly cumulative supplements
satisfied this requirement. *

(1) Main Content of the
“Orange Book" System

1. Enacting Bodies of the Orange Book

The Orange Book has been developed
by the staff from FDA Center for Drug
Evaluation and Research, Office of Generic
Drugs, Office of Generic Policy, Office of
Regulatory Affairs and other departments.
They are responsible for maintaining and
updating the content of the Orange Book.
About eight employees are responsible
for maintenance, and five or so ensuring
that FDA” s approval of ANDA (i.e., generic

" FDA, ééL/nr%x‘f(El:H)/l\?H:/EE'JZ’J'uu (&R
), B, v-v Q09FEE PR o

¥ FDA, AT SEMMETENHUENA S (B
), B, ivv Q09 FFE 9 RR) 5 BFSRME.
E&T:*Dm&u%ii&% (FDCA) 58 505(j)(7) %o

" FDA, the Preface of the Approved Drug Products with Therapeutic
Equivalence Evaluations (the “Orange Book'), iv-v (2019, 39th
Edition).

" FDA, the Preface of the Approved Drug Products with Therapeutic
Equivalence Evaluations (the "Orange Book'], iv-v (2019, 39th
Edition); Section 505(j) (7) of the Federal Food, Drug, and Cosmetic
Act (FD&C Act).
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drug applications) complies with the laws
applicable to the patent linkage system.

2. Main Content of the Orange Book

As is stated in its preface, the Orange Book
is composed of four parts: (1) approved
prescription drug products with therapeutic
equivalence evaluations; (2) approved over
the counter (OTC) drug products for those
drugs that may not be marketed without
NDAs or ANDAs because they are not
covered under existing OTC monographs; (3)
drug products with approval under Section
505 of the FDCA administered by the Center
for Biologics Evaluation and Research; and
(4) a cumulative list of approved products
that have never been marketed, are for
exportation, are for military use, have been
discontinued from marketing and we have
not determined that they were withdrawn
from sale for safety or effectiveness
reasons, or have had their approvals
withdrawn for other than safety or efficacy
reasons subsequent to being discontinued
from marketing.”’ This publication also
includes indices of prescription and 0TC

O —RER, RIBECHIER (A 0TC) =
HOEN, BHENARRINIERE BN
CEMET (AIRAHERTIELSHE
), BIBEBIEAREATHSEE
o BUIEEHE 12,

@ Generally speaking, newly approved drugs are added to the List
of Prescription Drugs or the List of OTC Drugs, depending on the
requirements (prescription or 0TC) and approving authorities.
Please refer to the Section 112 of the Orange Book.
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drug products by brand name (proprietary name)
or established name (if no brand name exists)
and by applicant name (holder of the approved
application), which have been abbreviated
for this publication. Established names for
active ingredients generally conform to official
compendial names or United States Adopted
Names (USAN) as described in 21 CFR 2994(e). A
list of uniform terms is provided in Appendix C.

The Addendum contains patent and exclusivity
information for the Prescription, OTC,
Discontinued Drug Product Lists, and for the Drug
Products with Approval under Section 505 of the
FDCA Administered by the Center for Biologics
Evaluation and Research. The publication may
include additional information that the Agency
deems appropriate to disseminate.

Prior to the 6th Edition, the publication had
excluded OTC drug products and drug products
with approval under Section 505 of the FDCA
administered by the Center for Biologics
Evaluation and Research. The Hatch-Waxman
Amendments required the FDA to begin publishing
an up to date list of all marketed drug products,
0TC as well as prescription, that have been
approved for safety and efficacy and for which
new drug applications are required.

Under the FDCA, some drug products are given
tentative approvals. The FDA will not include
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drug products with tentative approvals in the
Orange Book because a drug product that is
granted tentative approval is not an approved
drug product. When the tentative approval
becomes a final approval through a subsequent
action letter to the applicant, the FDA will list
the drug product and the date of approval in
the appropriate approved drug product list.
In addition, we note that Section 505(x) of the
FDCA affects the date of approval for certain
drug products subject to scheduling under the
Controlled Substances Act. The FDA will list the
drug product in the Orange Book and the date
of approval as determined under Section 505(x).

The Orange Book identifies the application
holder of a drug product and does not identify
distributors or repackagers. Since 2005, the
FDA has published the Orange Book annually
(Annual Edition) and the monthly supplement
(Cumulative Supplement] in both paper and
Web versions. The annual edition contains
detailed safety and indication information of all
drugs approved by FDA, while the Cumulative
Supplement contains the supplement and
amendment of new drugs approved by FDA,
drug information, therapeutic equivalence
information, patent information, etc. There are
slight differences between paper version and
Web version in typesetting and logo.

The paper version of Orange Book adopts the
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form of harizontal layout, with information
of each product occupying a horizontal
space. However, due to the limited size of
paper, some information is represented
in the form of symbols rather than in a
special column. For example, the "AB" in the
figure below corresponds to the "TE Code"
column in the Web version; "+ means that
the product is a Reference Listed Drug
(RLD), while "I" means that the product is a
Reference Standard (RS).

AMANTADINE HYDROCHLORIDE
CAPSULE; ORAL
AMANTADINE HYDROCHLORIDE
aB ALEMBIC PHARMS LTD 100MG 2208966 001 Jun 21, 2017 Jun NEWA
AB HERITAGE PHARMA 100MG A209171 001 Jun 12, 2017 May NEWA
aB LANNETT HOLDINGS INC 100MG A209221 001 Jun 15, 2017 May NEWA
aB STRIDES PHARMA 100MG A209047 001 Jun 07, 2017 May NEWA
AB USL PHARMA 100MG A070589 001 Aug 05, 1986 Jun CAHN
SYRUP; ORAL
AMANTADINE HYDROCHLORIDE
AA ! CMP PHARMA INC 50MG/ 5ML 2075819 001 Sep 11, 2002 Apr CAHN
AA ! PHARM ASSOC 50MG/ 5ML A074509 001 Jul 17, 1995 May CAHN
SYMMETREL
+ @ ENDO PHARMS 50MG/ 5ML N016023 002 Jan CRLD
TABLET; ORAL
AMANTADINE HYDROCHLORIDE
aB NEWGEN PHARMS LLC 100MG A207571 001 Jan 31, 2017 Jan NEWA
AB STRIDES PHARMA 100MG A209035 001 Jun 09, 2017 May NEWA
AB !  USL PHARMA 100MG A076186 001 Dec 16, 2002 Jun CAHN
B AT RG)
EER TR ARIT

An example of the paper version Orange Book of the United States

MR IEEZ B, BNEE
R HB#HEE (the Orange
Book Database) BIEIAN
OMERAE, @R EE
RN EE BE BN R,

EREEPREENATREE
Z— o ' MTARIE R BREF
SREV#E B HERRAZ 2o

The Web version of the Orange Book, or
query page and display interface of the U.S.
Orange Book Database, is usually referred
to when the Orange Book is mentioned
in the industry, and is one of the most
important distribution channels of the
Orange Book. ” The Web version Orange
Book also adopts haorizontal layout.

2 M TIARAE RZ BILE: https://www.accessdata.fda.
gov/scripts/cder/ob/default.cfm

“ The website of the Orange Book: https://www.accessdata.fda.gov/
scripts/cder/ob/default.cfm
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An example of the Web version Orange Book of the United States
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In terms of the type of patent disclosed
in the Orange Book, relevant regulations
stipulate that, the NDA holder must
submit to FDA information about the
following: "patents that claim the drug
that is the subject of the NDA, or a
method of use for that drug, and with
respect to which a claim of patent
infringement could reasonably be
asserted when a person who is not
authorized by the owner is engaged
in the production, use or sale of the
drug.” This requirement is applicable
to "patents for Active Pharmaceutical
Ingredients (APIs), drugs (formulations
and compositions), and methods of
use”.”” FDA will list the information
about these types of patents submitted
by NDA holders in the Orange Book.”

2 (BBRm, B, (HSRER) 5 505(b)(1)
Ro

PO(BRHMAEMLCHE CFR) £UBE

314.53(b)(1) %-

®O(BIBIEMICHR) (CFR) BURE
314.53(e) %o

% Section 505 (b) (1) of the Federal Food, Drug, and Cosmetic Act.

# Section 31453 (b) (1) of Title 21, the Code of Federal Regulations
(CFR).

* Section 314.53 (e) of Title 21, the Code of Federal Regulations (CFR).
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Whereas, “process patents, patents claiming
packing, patents claiming metabolites,
patents claiming intermediates..." shall not
be submitted to FDA ® and therefore will be
excluded by the Orange Book.

FDA shall publish “the patent number and
expiration date of each patent and each
method-of-use patent, and the description
of the method-of-use submitted (either
voluntarily or required to do so) by the
applicant to FDA ..." ® FDA also specifies
whether the NDA holder indicated that the
patent claims API content and/or a drug.
This information helps the ANDA or 505 (b]
(2) applicant to clarify the patent for which
the relevant certification or statement is
required and which type of certification or
statement is appropriate.”

FDA recently added two items of patent
related information to be published in the
Orange Book: first, the submission date of
the patent information shall be published
in the Web version Orange Book, so as to
determine whether it is submitted later

B (BEIREMICLRY (CFR) 218
5 314.53(e) %o

% (BRIRENLCAY (CFR) 5215
5 314.53(e) %o

T (BRRSM. AR HSER) B
505(b)(2)(A) & (B) £%; &8 505(j)(2)(A)
(vii) & (viii) %o

# Section 314.53 (e) of Title 21, the Code of Federal Regulations (CFR).
% Section 314.53 (e) of Title 21, the Code of Federal Regulations (CFR).

7 Section 505(b)(2)(A) & (B) and Section 505(j)(2)(A)(vii) & (viii) of the Federal
Food, Drug, and Cosmetic Act.
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than the required date, and ensure
it does not trigger the obligation of
patent certification or statement
for the pending ANDA or 505 (B) (2)
application.”® Second, the Orange Book
clearly marks the patent, of which the
NDA holder requests to delist the patent
information. Even if the NDA holder
requests not to issue a patent, the
patent will remain in the Orange Book
until the first generic company's 180-
day exclusivity expires or is canceled
or abandoned, to reserve the exclusive
right of the first filer.””

In terms of the relationship between
the Orange Book and the patent linkage
system, the Paragraph IV Certification
shall not be sent before the first
working day after the date on which
the relevant patent is published on the
Orange Book. Since the ANDA 30-month
stay of FDA approval starts on the
date of receiving this notice, a delay in
FDA's publication of patent information
may result in a delay of starting date
(and therefore the end date) of the
30-month stay. In addition, the following

® B0 (BIBENLCE) (CFR) $£218ESE
314.50(i) (4) & 314.94(a) (12) (Vi) (A) %o

2 FDA, fTl4ERS, (180 Ry GHE: A& ,
B0 Q017TELA) »

* Refer to Section 314.50(i) (4) & 314.94(a) (12) (vi)(A) of Title 21, the
Code of Federal Regulations (CFR).

# FDA, Guidance for Industry, 180-day Exclusivity: Q&A, p10 (January
2017).
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factors in the patent linkage system are not
directly related to the update of the Orange
Book, including: ANDA or 505 (b) (2] applicants
must provide a patent certification based on
whether a granted patent is subject to the
NDA holder' request to list the patent, rather
than whether the NDA holder has submitted
the patent information for listing, or whether
the Orange Book has been updated; Whether
the issue of a patent is delayed (and thus will
not be taken as a basis to require applicants
with pending ANDA or 505(b)(2) application
to provide a certification or a statement)
depends on the submission date of the patent
information, instead of the date when the
patent information is published in the Orange
Book; whether 30-month stay of FDA approval
is provided depends on whether the patent
information has been submitted before ANDA
or 505(b)(2) application is filed, instead of on
when the patent information is published in
the Orange Book. Although the law stipulates
that NDA applicant should submit the patents
(including patent application number and
patent expiration date) related to the new
drug application to FDA for their publication
in the Orange Book, *’ based on the verdict
of the Aaipharma Inc. V. Tomspon case, the

B0 (BRECHE) (CFR) 8
215558 355(b)(1)(G) %

* Refer to Section 355(b)(1)(G) of Title 21, the Code of Federal Regulations (CFR).
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court holds that the relevant legal provisions
should be interpreted in this way: the NDA
applicant has the obligation to register the
relevant patent, and the FDA's responsibility
is to disseminate the patent information
provided by the NDA applicant.” Although
the law stipulates that NDA applicants have
the obligation to register related patents,
the current law does not provide for any
punishment for not registering them, which
may cause following legal consequences:
once there is a patent challenge, the
innovative pharmaceutical company or the
patentee has no right to enjoy the protection
from 30-month stay of FDA approval of
generic ANDA because the patent has not
been listed in the Orange Book.

3. Nature and Functions of Orange Book

By the Orange Book, FDA meets the statutory
requirements set forth in Section 505 (j)(7) of
the FDCA, which requires FDA to develop and
monthly update lists containing specific in-
formation about approved drugs. In addition,
an FDA regulation requires the FDA to publish
certain patent information in the Orange
Book. *“The Orange Book should be updated

* £ Aaipharma Inc. V. Tomspon, 296
F.3d 227,234-235 (Fed. Cir. 2002),

2 (BFRAHCAY (CFR) $218
2 314.53(e) %

“ Refer to Aaipharma Inc. V. Tomspon, 296 F3d 227, 234-235 (Fed. Cir. 2002).
¥ Section 314.53(e) of Title 21, the Code of Federal Regulations (CFR).
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to reflect changes in drug approval and
exclusivity data from FDA database,
latest information about the product on
the market submitted by the applicant,
and new patent information submitted
by the NDA holder.

Generally, the major functions of the
Orange Book are considered as follows:

(1) Designates Reference Listed Drugs (RLD) for
generic drugs, or drugs approved before
application submitted under Section 505(b)
(2) of FDCA ("505(b)(2) application”)

(2) Designates reference standards to which
the bioequivalence is compared, i.e., the
drugs which ANDA applicants use for in vivo
bioequivalence tests.

(3) Identifies generic drugs as therapeutically
equivalent to the designated RLD (thus as
automatic substitution implemented at the
pharmacy level under state law);

(4) Confirms exclusivity expiration applicable
to the drug;

(5) Identifies published patents related to the
drug. ANDA or 505(b] (2) applicants must
submit a patent certification or a state-
ment regarding each RLD patent published
by the Orange Book or published drug pat-
ent upon which the 505(b) (2) application
relies.
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(6) Identifies drug status (e.g. whether the
drug is withdrawn from the market);

(7) Lists the products that have been with-
drawn from the market due to reasons
other than safety or effectiveness as
confirmed by FDA (can be RLDs for generic
drugs).

(111) Implementation and
Evolution of the Orange
Book System in the United
States

1. The Evolution of Orange Book System

In practice, NDA applicant/holder sub-
mits (within 30 days of the application
approval) patent information on FDA
form 3542a and/or FDA form 3542, for
its publication on the Orange Book. *
These forms and instructions for them
are available online on the FDA web-
site.”

Since the Hatch-Waxman Act was enacted
in 1984, amendments and improvements
made on the Orange Book in the prac-

B (B HEMICHY (CFR) $B21 RE
314.53(c)(2)(i) & (ii) %o

* B0LFDA, (FDARME) (2018), https://www.
fda.gov/about-fda/reports-manuals-forms/
forms (& “3542” ).

* Section 314.53(c) (2) (i) & (i) of Title 21, the Code of Federal
Regulations (CFR).

% Refer to FDA, FDA Forms (2018), https://www.fda.gov/about-fda/
reports-manuals-forms/forms (search "3542").
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tice includes: patent and exclusivity data,
which first appeared in the 1985 edition;
electronic version Orange Book created in
1997, paper version Orange Book ended in
2005; "Delist Requested" column added in
the appendix of "Patents and Exclusivity"
in 2009 listing of reference standards to
which the bioequivalence is compared i.e,
the drugs which ANDA applicants use for
in vivo bioequivalence tests) and the date
when patent information is submitted to
FDA starting from 2017

In October 2016, based on a report
of Federal Trade Commission (FTC)®
and a court's decision®, the U.S. FDA
made amendments” on related ANDA
regulations, especially those related
to the Orange Book, which include: (1)
clarified the consequence of delayed
patent registration in the Orange Book,

*FTC: (EFIEBHRARIZIN LH: FTCHZR)
(Generic Drug Entry Prior to Patent Expiration:
An FTC Study) 58 ii %& (2002 &7 B) o %
RERINE T ANDA R 27— 30 ™
BiBHIE, HiEd, ERLEERT, BFE
SEMHRE, BHFIEA 180 XERIRS
MRS ERN AL S IR ZEE
PRAIRR DI TR,
* Mylan Pharms., Inc. v. Thompson, 268 F.3d 1323
(Fed. Cir.2001), ZEoR¥EH , 1E 2003 F (&
RS, BEMMAMLER) (MMA)
zZ/l, HHEERBEANRERE “BRB
FREIZREFIBENERGIRE, Ak, MMA
EINTAE “FBER" FAMEENEFIER
KR IFFE.
FDA: (& B8 ¥ 25 FRIE R 502(b)(2) BRIE)
(Abbreviated New Drug Applications and 505(b)
(2) Applications) , 81 Fed. Reg. 69,580 (2016
F10A6H)

w
&

® FTC: Section ii of Generic Drug Entry Prior to Patent Expiration: An
FTC Study (July 2002). The report suggested that only a 30-month
stay should be allowed for each ANDA, and pointed out that, for the
occurrence of follow-up events in certain situations, the start of
180-day exclusivity for the applicant of first version generic drug
will not be postponed due to reconciliation agreement between
generic drug and innovative drug.

% Mylan Pharms., Inc. v. Thompson, 268 F3d 1323 (Fed. Cir. 2001). The
ruling pointed out that before the Medicare Modernization Act
(MMAJ in 2003, ANDA applicants had no judicial remedy to cancel
the patents registered in the Orange Book. In view of this, a
counterclaim provision was added to the MMA to correct patent
information included in the Orange Book.

“ FDA: Abbreviated New Drug Applications and 505(b) (2) Applications,
81 Fed. Reg. 69,580 (Octaber 6, 2016).
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.., generic drug applicants do not need
to provide a certification for the patents
registered in the Orange Book after ANDA
has been submitted; (2) simplified some
registration requirements for APl and/or
drug patents, and specified the use code
requirements for method-of-use patents;
(3] clearly stipulated that the Paragraph
IV Certification shall not be delivered to
the patentee or the marketing approval
holder of a drug before FDA informs the
ANDA applicant that its follow-up generic
drug marketing application has been
accepted; (4) added a remedy procedure
for the patent listed in the “Orange Book'.

2. Remedies for Erroneous or Improper
Patent Registration

In practice, FDA does not conduct
a substantive review on the patent
information to be listed in the Orange
Book, so there may be errors or
improprieties in NDA applicants’ patent
registration, including in particular
the following situations: (1) the patent
has not been registered, which usually
occurs when the NDA applicant and
the patentee are not the same person.
As mentioned above, current law does
not provide for any punishment for not
registering them, which may cause
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following legal consequences: once there is
a patent challenge, the NDA applicant or the
patentee has no right to enjoy the protection
from 30-month stay of FDA approval of
generic ANDA because the patent has not
been listed in the Orange Book. (2] the
patent is improperly registered, that is, the
NDA applicant registers in the Orange Book
patents that do not meet the requirements
or have nothing to do with the drug to be
approved. In this way, the NDA applicant can
delay the ANDA with the improperly registered
patent, so that generic ANDA has to be subject
to the 30-month stay of FDA approval. This
situation will lead to the improper delay of the
marketing of generic drugs and damage the
interests of the public.

Before the Hatch-Waxman Act was amended in
2003, a generic drug company or a third person
has no lawful right to request an NDA holder to
revise or delist registered patent information. In
practice, generic drug companies often resort
to competition law to seek relief. Some generic
drug companies filed lawsuits against an NDA

* &0 Biovail 2, FTC, Biovail
Corporation (Administrative),
avaliable at http://www.ftc.
gov/enforcement/cases-
proceedings/011-0094/biovail-
corporation (last visited Dec. 15,
2014), LA Bristol-Myers Squibb
Company 2, FTC,Bristol-Myers
SquibbCompany(Administrative
),avaliable at http://www.ftc.gov/
sites/default/files/documents/
cases/2003/03/bristolmyerscmp.
pdf(lastvisitedDec.15,2014).

% Refer to Biovail case, FTC, Biovail Corporation (Administrative), avaliable at
http://www.ftc.gov/enforcement/cases-proceedings/011-0094/biovail-
corporation (last visited Dec. 15, 2014), and Bristol-Myers Squibb Company
case, FTC, Bristol-MyersSquibbComp any (Administrative), avaliable at
http://www.ftc.gov/sites/default/files/documents/cases/2003/03/
bristolmyerscmp.pdf (lastvisitedDec.15,2014).
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holder, * and finally reached a settlement.

In case of information changes or
erroneous registration in the Orange
Book, FDA requires that if the NDA
holder confirms that a patent or patent
claim no longer meets the requirements
of publication, the NDA holder shall
notify FDA in time to revise the patent
information.*® FDA regulations also
require that, if the patent duration is
extended, the NDA holder shall correct
the patent expiration date and the NDA
holder is allowed to correct or modify
the patent information previously
submitted.

After the amendment of the law in 2003,
the provisions related to counterclaim
were added, in which ANDA or 505
(b) (2) applicants were allowed to file
counterclaim in patent infringement
lawsuit, and apply for an order requiring
the NDA holder to revise or delist
the patent information based on the
fact that the patent does not claim
NDA's relevant approved drugs or the

P O(BEIEMILCHRY (CFR) $21 BE
314.53(f)(2) (i) %o

O (BEFREMICAR) (CFR) $21 B
314.53() () ii)-(iii) %o

(B E R, Bq. IRAESE 505(c)(3)(D)
(ii) & (j)(5)(C)(ii) %o

% Refer to Section 314.53(f) (2) (i) of Title 21, the Code of Federal
Regulations (CFR).

“0 Refer to Section 314.53(f) (2) (ii)-(iii) of Title 21, the Code of Federal
Regulations (CFR).

“ Section 505(c) (3) (D) (ii) & (j)(5)(C)(ii) of the Federal Food, Drug, and
Cosmetic Act (FDCA).
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approved method-of-use. “ NDA holders
may also take the initiative to request the
delisting of patent information registered in
the Orange Book. FDA will make a decision
on whether to delist the information based
on whether the patent will affect the
ANDA applicant's 180-day exclusivity. If the
information delisting has nothing to do
with the granting of 180-day exclusivity, the
information will be delisted; otherwise, it will
not be delisted. However, a 'Y (yes)" mark will
be added to the column of “Delist Requested”
column in the Orange Book, meaning that the
patent has been delisted. “ With the delisting
of the patent information, the certification
attached to the ANDA application may need
to shift from Paragraph IV Certification to
Paragraph | Certification, and the ANDA
applicant may lose the 180-day exclusivity. In
the Ranbaxy Laboratories Ltd. v. Leavitt™ (FDA)
case, the Federal Circuit Court of the District
of Columbia held that it did not comply with
Hatch-Waxman Act for FDA to request the
ANDA applicant to give up Paragraph IV
Certification on the ground that the patent
challenged by ANDA had been voluntarily

? 2 DLFDA, 15 K BB X #k,
# http://www.fda.gov/Drugs/
InformationOnDrugs/ucm129689.
htmo

“ Ranbaxy Laboratories Ltd. v. Michael
O. Leavitt, Secretary of Health and
Human Services, etal., 469 F.3d
120(D.C.Cir.2006).

“ Refer to FDA, the Orange Book data, available at http://www.fda.gov/Drugs/
InformationOnDrugs/ ucm?129689.htm.

“ Ranbaxy Laboratories Ltd. v. Michael 0. Leavitt, Secretary of Health and
Human Services, etal., 469 F3d 120(D.C.Cir.2006).
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delisted by the NDA applicant, and such
practice would reduce the enthusiasm
of generic drug makers to challenge
innovative pharmaceutical companies,
thus would not be in line with the
legislative purpose of the Act. This view
was also accepted by FDA. After the
verdict, even if the NDA applicant has
delisted the relevant patent, the 180-day
exclusivity for the ANDA applicant shall
not be affected, and the patent shall be
retained until the expiration date of the
first 180-day exclusivity period.

FDA regulations amended in 2016
provides an administrative remedy to
correct the erroneous or improper
patent information registered in the
Orange Book. The specific regulations
and procedures are as follows: anyone
can challenge the accuracy and
relevance of the patent information
registered in the Orange Book. The
challenger shall submit to FDA a
certification stating the reasons for
the challenge, and FDA in turn delivers
the certification to the NDA holder. The
NDA holder shall confirm the accuracy

“ FDA: ®F Acarbose 180 Xrhizih HHARY
RER (HF4RS No.FDA-2007 -N-04457-
8) , &fF http://www.fda.gov/OHRMS/
DOCKETS/98fr/FDA-2007-N-0451-n.pdf,

“ FDA: Decision Letter about Acarbose's 180-day Exclusivity (File No.:
FDA-2007-N-04457-8), available at: http://www.fda.gov/OHRMS/
DOCKETS/98fr/FDA-2007-N-0451-n.pdf
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of the information in dispute within 30 days,
or withdraw or revise the information. If the
challenged patent information is related to
method of use, the NDA approval holder shall
also submit a narrative description of the
scope of its patent protection, explaining the
appropriateness of the existing or revised
use code. If the NDA holder responds to the
certification in a timely manner but does not
withdraw or revise the patent information
in dispute, FDA will not modify or revise the
patent information registered in the Orange
Book. The follow-up generic drug application
shall provide an appropriate certification for
each patent registered in the Orange Book
(including the patent in dispute). FDA will
publish information about patent disputes on
its website. ©

(IV) Implementation and Influence
of the U.S. Orange Book
System, and Comments on it

Drugs are a special commodity, so drug
safety has always been of paramount
importance. Before the passage of Hatch-
Waxman Act, both innovative drugs and
generic drugs had to go through strict safety
and effectiveness review, resulting in a

© (BRFREMC4R) (CFR) #2158
2 314.53(f) %

“ Refer to Section 314.53(f) of Title 21, the Code of Federal Regulations (CFR).
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decrease in the number of new drugs on the
market. Generic drugs needed to go through
the same review process as innovative drugs,
so they had no cost and price advantages
compared with the latter. Therefore, the
development of both innovative drugs and
generic drugs was greatly restricted. After
the establishment of the Orange Book
system, the generic drug makers can use the
safety, effectiveness and patent information
of the new patented drugs listed in the
Orange Book, and avoid the process and
cost of large-scale clinical trials required for
approval of NDA (generic drug makers only
need to provide the bioequivalence report).
The abbreviated application process has
greatly reduced the clinical trial cost of the
generic drugs, and expedited the marketing
of the generic drugs.

According to the Hatch-Waxman Act, when
an innovative pharmaceutical company
files an NDA to FDA, apart from information
related to the marketing approval of the
drug, such as safety, effectiveness, etc., it is
also required to submit patent information
related to the drug, including but not limited
to patent application number and patent
duration. “ After FDA approves the drug's

O (BFRERMC4) (CFR) 215
25 355(b). 355(c). 314.50(h) %

*® Refer to Section 355(b), 355(c), 314.50(h) of Title 21, the Code of Federal
Regulations (CFR).
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marketing, and the patent information of
the drug is found to be registrable by FDA
formality examination, FDA will issue an
authorization for the drug's marketing, and
disseminate the relevant patent information
by the Orange Book. If there is any change,
the information can be amended at any time
during the NDA review process. After the
NDA has been approved for marketing, any
information change shall be timely submitted
as supplement. If the relevant patent is
authorized after submission of the NDA, the
NDA applicant or patentee shall submit the
relevant patent information as supplement
to FDA within 30 days of the authorization
announcement, ¥ failing which, the NDA
applicant has no right to claim the 30-month
stay of FDA approval of generic ANDA once a
patent challenge occurs.

In fact, in addition to the dissemination of
patent information, the most important
function of the orange book system is to
allow generic drugs to provide substitutes to
innovative drugs in a way that does not affect
the drug safety and efficacy for patients,

(BEREMC Y (CFR) 8218
2 314.53(c)(2)(ii) %

“ FTC,Biovail Corporation
(Administrative), &0 http://
www.ftc.gov/enforcement/cases-
proceedings/011-0094/biovail-
corporation,

‘7 Refer to Section 314.53(c)(2)(ii) of Title 21, the Code of Federal Regulations
[CFR).

“® FTC, Biovail Corporation (Administrative), available at: http://www.ftc.gov/
enforcement/cases-proceedings/011-0094/biovail-corporation.
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and to identify the drug products FDA
considers therapeutically equivalent.
However, the Orange Book has no effect
on FDA's judgment as to whether an NDA
or ANDA meets the substantive approval
requirements, nor on determination of
patent validity, existence of infringement
and enforceability of a patent.

However, the patent registration is the
starting point of patent linkage system,
also the basis for generic drug makers
to search and submit certification
during ANDA application, as well as
the starting point of patent challenge
system, i.e., the patent infringement
dispute lawsuit caused by a generic drug
maker submitting an ANDA application
with a Paragraph IV Certification. From
the perspective of practical effect,
the establishment of the Orange Book
system can help generic drug makers
avoid the risk of patent infringement by
searching the Orange Book, while NDA
holders can learn about the business
plans of generic drug makers, and
to some extent, forestall any patent
infringements of generic drug makers.
In addition, as all the patents related to
the drugs approved by FDA for marketing
must be published in the Orange
book, relevant information can also be
used as a reference for settlement of
patent infringement disputes between
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innovative pharmaceutical companies
and generic drug makers.

(V) Systems of Other
Countries and Regions

1. Other Countries with Patent Linkage

(1) Canada

In Canada, the Minister of Health
maintains the “Patent Register”. At the
time of new drug submission, innovators
seeks to have applicable patents listed
on the Patent Register.” Eligible patents
contain a claim to an approved medicinal
ingredient, formulation, dosage form,
or use of the medicinal ingredient.
A follow-on manufacturer that finds a
relevant patent must decide whether
it wishes to wait for those patents to
expire before obtaining approval of its
drug or instead challenge those patents.
The follow-on manufacturer must submit
with its drug application a statement or
allegation as to each patent that claims
the reference drug or a use of the

© &R (SRLEH) %61 (PM(NOC) £41) ,
sS4

© PM(NOC) %48, 5.4(1)-(3)o
T PM(NOC), s.5(1), (2.1)s

* Patented Medicines (Notice of Compliance) Regulations ( PM (NOC)
Regulations), s4.

% pM (NOC) Regulations, s4 (1)-(3).
*'PM (NOC) Regulations, s.5 (1), (21).
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reference drug for which it seeks approval. * If
the follow-on manufacturer files an allegation
that the patent is invalid, was ineligible
for inclusion in the Patent Register, or of
noninfringement (among other things), then
it must notify the innovator. * If the innovator
brings suit within 45 days of receiving notice,
the stay of approval of the generic application
runs for 24 months. *

(2) Singapore

In Singapore, applicants seeking marketing
approval must declare whether the
product in question is subject to any
relevant patent(s). * In most cases, a
generic applicant must serve notice on the
patent holder to inform the holder that
the applicant believes the patent is invalid
or will not be infringed by the proposed
generic product. Where the patent holder
commences infringement proceedings in
court against the applicant within 45 days
of service of such naotice, a 30-month stay
of approval goes into effect.

(3) South Korea

In South Korea, innovators file a patent listing

2 PM(NOC), s.5(3)(a)o
# PM(NOC), s.7(1)(d)o
*(AER) 5 s12A.

* PM (NOC) Regulations, s.5(3)(a).
% PM (NOC) Regulations, s.7 (1)(d).
% Drugs Act, s12A.
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application (PLA) within 30 days of
receipt of marketing approval from the
Ministry of Food and Drug Safety (MFDS).
® MFDS reviews patent information and
publishes patent listings in the Green
List, which is publicly available. A follow-
on manufacturer that finds a relevant
patent must decide whether it wishes to
wait for those patents to expire before
obtaining approval of its drug or instead
challenge those patents. Generic drug
and biosimilar manufacturers must
inform the innovator within 20 days from
the filing of a generic or biosimilar drug
application, informing the innovator
about possible patent infringement. * If
the innovator brings suit within 45 days
of receiving notice, the stay of approval
(or sale) of the generic or biosimilar
application runs for 9 months.”

2. Other Regions and Countries with
RLDs or RS

(1) Australia

In Australia, a generic manufacturer
seeking to rely on data provided by
an innovator company for registration

¥ (EHESER) , $50-3(2) %
* (EHESER) , % 50-4(4) Ko
T (EHESER) , % 50-6(1) Ko

* Medical Affairs Act, Section 50-3(2).
* Medical Affairs Act, Section 50-4(4).
* Medical Affairs Act, Section 50-6(1).
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of the generic's goods on the Australia
Register of Therapeutic Goods (ARTG) must
provide a certificate to the Therapeutic
Good Administration (TGA) in relation to
any patents that may exist for the goods. *
Innovator manufacturers are not required to
provide patent information for their product
listed on the ARTG, and therefore generic
applicants must determine which patents
on the Australia Register of Patents apply
to the relevant innovator drug in order to
file the certificate. The certificate must
state that: (1) the applicant, acting in good
faith, believes on reasonable grounds that
it is not marketing, and does not propose to
market the therapeutic goods in a manner
or circumstances that would infringe a valid
claim of a patent that has been granted in
relation to the therapeutic goods; or (2] a
patent has been granted in relation to the
goods, and that the applicant proposes to
market the therapeutic goods before the
end of the patent, and that the applicant has
notified the patentee accordingly. * Such
certificates are required before the generic
product can be included on the ARTG but
are typically provided to the TGA late in the
application process. * The TGA does not verify

* 1989 (ESTRMER, $26B %K.

* 1989 FF (BEfTRAMESR) , % 26B(1)
(a)-(b) %o

O RAFITHAT, EHEFITE, R
HERE) , 1597 (013F4A) o

* Medical Supplies Act, Section 26B.
* Medical Supplies Act, Section 26B (1) (a)-(b).

% Australian Government, pharmaceutical patent review, Draft Report, p159
(April 2013).
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the accuracy of the certificates and does
not provide them to the innovator. ' Because
many generic companies prefer to file the first
kind of certificate, often the first notification
received by an innovator pharmaceutical
company of another company's intention to
enter the market is when the other company's
drug is listed on the ARTG. The TGA publishes
searchable updates of new ARTG listings on its
website, but does not actively notify patentees
of generic entrants.”

(2) European Union

Although there is no patent linkage in the
EU, innovators may initiate patent litigation
before a generic product launches, based
on a threatened or contemplated act of
infringement. In addition, most EU Member
States provide the opportunity for innovators
to seek injunctive relief to prevent launch
of a potentially infringing product prior to
resolution of a patent dispute. For example, in
Portugal, the Portuguese Medicine Regulatory
Authority must publish on its website all
marketing authorization applications or
registrations for generic medicines and
their respective reference medicines. An

* Bk,

©RAMTEA, EAEMTH, @R
£E=) , $160-161 51 (2013&F 4
A)

*'Ditto.

% ustralian Government, pharmaceutical patent review, Draft Report, ppJ60-
161 (April 2013).
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interested party then has 30 days to file an
opposition with an arbitration court based on
its property rights. ® The generic applicant
then has 30 days to respond, and failure
to do so will result in a prohibition of the
marketing of the generic medicine while the
innovator's property rights are still in force.

(3) Japan

In Japan, an innovator must submit a list
of patents covering the product, to which
the Ministry of Health, Labor and Welfare
(MHLW]) refers when it reviews a follow-on
application. Each follow-on applicant must
submit a declaration stating whether the active
ingredient in the drug application is covered by
a substance patent and, if so, provide evidence
of expiry, invalidity, or consent. The MHLW will
not approve generic products containing active
ingredients that are protected by substance
patents, and when there are method of use
patents for the innovative product, the MHLW
will approve generic products only with respect
to those indications that will not infringe on
the use patents. * An innovator may bring an
infringement suit in the court of law, including
after approval of the generic. An innovator can

5 62/2011 S35,

% No.62/2011 Law.

% Refer to No.065001 Notice (HPB) of Ministry of Economic Affairs and No.
0605014 document (PFSB) of the Evaluation and Approval Department (June
5,2009)
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seek a cease and desist order against a
generic's distribution.

(4) Mexico

In Mexico, the Mexican Institute of
Industrial Property (IMPI) issues a
‘Special Gazette for Medicaments”
(SGM) that consists of a list of
granted patents arranged by active
ingredient.” Patents are not linked to
a specific registered pharmaceutical
product. To list a granted patent in
the SGM, a formal petition can be
submitted to IMPI or a bona fide
proceeding can be requested. There
is no obligation for patent holders to
list in the SGM all relevant patents
related to a pharmaceutical product.
When seeking marketing authorization
of a pharmaceutical product, an
applicant must file a signed statement
under oath stating that patents are
not infringed by the product, either
because the applicant is the patent
holder or an authorized licensee, or
because the applicant is not aware of
any patents covering the product.

¥ BMEFESEE 065001 Si@A (HPB) LL
T &R BT ER 5 0605014 S (PFSB) (2009
F£6H5H) .

O (TAFRGEREG) %475
% (T FRGEREG) 5 167 %

* Industrial Property Laws and Regulations, Section 47
* Industrial Property Laws and Regulations, Section 167,
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(1) Background of the
Approved Drug Catalog of
China”

1. Background

Since the beginning of reform and
opening-up 40 years ago, China's
pharmaceutical industry has developed
rapidly and gradually tackled the
problem of shortage of doctors and
medicines by constantly improving
the system and unswervingly pushing
forward the reform. However, with
people's living standards increasing, it
has become more and more evident
that their demand for high-quality drugs

TBER(XE | NERE<PFELTAR
B %>, # http://www.sohu.com/
a/223829514_464400,

¥ Refer to Concerns | Authoritative Answers to Questions about ‘the
Approved Drug Catalog of China, available at: http://www.sohu.
com/ a/223829514_464400.
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cannot be effectively met. In the past, due to
low level of scientific popularization, opening-
up being at early stage, and absence of
system reform, foreign innovative drugs could
not enter the Chinese market in time. Public
data shows that between 2001 and 2016, 433
kinds of innovative drugs were approved for
marketing in developed countries, while China
approved only more than 100, roughly 30% of
that figure. On average, a typical innovative
drug was marketed in China 5-7 years later
than that in Europe and America. Due to the
lack of designated innovative drugs, China's
generic drugs underwent low-level redundant
development for a long period of time, and
often failed to achieve the same efficacy and
quality with innovative drugs, thus cannot be
substituted for innovative drugs in real sense.

The 19th National Congress of the Communist
Party of China made a major judgment that
the socialism with Chinese characteristics
has entered a new era, and the principal
challenge to socialism has shifted to the gap
between the ever-growing needs for a better
life and the unbalanced and inadequate
development. To meet the demand for drugs
and promote the innovative development
of the pharmaceutical industry, Chinese
government needs to further improve the
system, encourage innovation, promote
reform, carry out the quality and therapeutic
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equivalence evaluation of generic drugs,
formulate a catalogue of drugs on the
market, designate RLD and RS for generic
drugs, and constantly improve the quality and
efficacy of generic drugs.

The Opinions of the Two Offices on October
8, 2017 clearly proposed the formulation of
a catalog of drugs on the market, for the
purpose of supporting development of the
industry, meeting the needs and expectation
for high-quality drugs, and providing a better
institutional guarantee for drug innovation
and R&D of generic drugs.

2. Formulation process

The Approved Drug Catalog of China
(hereinafter referred to as the Catalog) was
put on the agenda with the deepening of the
reform of drug review and approval system.
The Center for Drug Evaluation (CDE) under
China Food and Drug Administration (CFDA)
is the institution responsible for the work
related to the Catalog. On August 18, 2017, CDE
set up a catalogue drafting group composed
of senior reviewers and information
technology personnel from different fields,
worked out a framework for the Catalog with
some typical drugs, and issued the Notice on
Solicitation of Public Opinions on Framework
of the Approved Drug Catalog of China on
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September 4, 2017, which was the first opinion
solicitation from the public, and marked the
beginning of the construction of the Chinese
version Orange Book system.

Considering the high levels of interest of all
walks of life in the first batch of drugs to be
included in the Catalog, CDE released the
Catalog of First Batch of Chemical Drugs On
the Chinese Market (Draft for Solicitation
of Opinions) on November 28, 2017, to solicit
opinions again from the public. Its main
purpose was to verify the information about
patents, among others, and further improve
the Catalog after thorough discussions on
the collected opinions. This document also
indicated that the Chinese version Orange
Book system has entered the practical stage.
The paper version Catalog was supposed
to be issued at the end of October 2017
according to the original plan, however, after
many limitations of the paper version were
considered, the final Web version took shape.

On December 28, 2017, CFDA issued an
announcement on the Approved Drug Catalog
of China (No. 172 in 2017), pointing out that the
Catalog was formulated in view of protecting
rights and interests of the public in drug
use, improving the quality of drugs, reducing
the cost of drug use, encouraging R&D and
innovation of drugs. The Catalog is the carrier
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for CFDA to disseminate the information of
approved drugs, including: innovative drugs,
modified new drugs and imported innovative
drugs approved based on complete and
standardized research data of safety and
effectiveness; generic drugs approved
based on the new classification system
for registration of chemical drugs; drugs
that have passed quality and therapeutic
equivalence evaluation; and other drugs CFDA
evaluated and considered safe and effective.
The basic information about the listed drugs
includes: active ingredients (in both Chinese
and English), drug name (in both Chinese and
English), brand name (in both Chinese and
English), dosage form, route, specification,
RLD, RS, Therapeutic Equivalence Code (TE
code], Anatomical Therapeutic Chemical
classification system code (ATC code),
approval number/registration certificate
number, marketing authorization holder,
manufacturer, first approval date, marketing
status, category of drugs listed and patent,
etc. The Catalog will designate RLD and RS for
generic drugs, and specify generic drugs that
can be substituted for innovative drugs, so
that the general public and professionals in
the pharmaceutical industry and the medical
community can easily learn and search them.
The Catalog was published in the form of
Web version (database) on CFDA government
website, and was linked with other databases,
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such as package inserts, labels, review
and approval information (including
review report, inspection report,
verification report, approval document
and other information that should be
disclosed), so as to facilitate public
inquiry. At present, 131 drugs and 203
drug specifications are included in
the Approved Drug Catalog of China,
including 13 generic drugs and 17 generic
drug specifications which have passed
the quality and therapeutic equivalence
evaluation. CFDA will directly include
the newly approved drugs by new
classification of registration and the
generic drugs which have passed the
quality and therapeutic equivalence
evaluation in the Approved Drug Catalog
of China and keep updating.

(1) Main Content of the
Approved Drug Catalog of
China

The Catalog is composed of five parts:
Preface, User Guide, Drug List, Appendix
and Indexes. The Web version of the
Catalog integrates a wide range of
databases, including patent information,
data protection, market exclusivity,
package insert and review/verification/
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examination report. The listed drugs include
innovative drugs, modified new drugs and
imported innovative drugs approved based
on complete and standardized research data
of safety and effectiveness; generic drugs
approved based on the new classification
system for registration of chemical
drugs; drugs that have passed quality and
therapeutic equivalence evaluation; and other
drugs CFDA evaluated and considered safe
and effective.

When the first batch of drugs is considered
for inclusion in the Catalog, first, more than
2400 drug products were roughly screened
from all the drugs covered. After confirming
whether the innovative drugs are in the
clinically important fields, whether they meet
the requirements related to RLD and RS, and
whether the generic drugs meet the technical
requirements for therapeutic equivalence
between the RLD and generic drugs, the drugs
that did not meet the requirements were
eliminated. All kinds of information about the
drugs to be included were collected, such as
the patents, package inserts and marketing
status. At the same time, regarding the drugs
under guestion, relevant review reports and
post-marketing safety reports were checked
to confirm their clinical value and clinical
safety and effectiveness. Specifically, there
are six categories of drugs included in the
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Catalog: (1) innovative drugs; (2) modified
new drugs; (3) imported innovative drugs;
(4) generic drugs approved based on the
new classification system for registration of
chemical drugs; (5) generic drugs that have
passed quality evaluation and therapeutic
equivalence evaluation; (6) other drugs.
Finally, inclusion of the first batch of 131 drugs
and 203 drug specifications was confirmed.

When the Catalog was published, a total
of 9 domestic Class 1.1 innovative drugs (11
drug specifications) approved based on the
previous classification system for registration
of chemical drugs were also included. These
are the innovative drugs approved based on
complete and standardized research data of
safety and effectiveness. These innovative
drugs are at leading level in the world, and
covers a wide range of fields, such as anti-
tumor, anti-infection, antivirus, proton pump
inhibitor, etc. In future, the Catalog will also
include China's original biological products.
The generic drugs to be included in the
Catalog are those approved based on the
new classification system for registration
of chemical drugs and those that have
passed quality and therapeutic equivalence
evaluation. Covering cardiovascular system,
psychiatric field, anti-infection and anti-
tumor fields, these generic drugs are in great
and urgent demand in clinical use. The first
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batch of generic drugs included in the
Catalog have all undergone technical
review according to latest technical
guidance and requirements, and have
passed rigorous in-vivo bioequivalence
evaluation, which ensures that they
provide the same quality and therapeutic
benefit as the RLDs, and serve as
substitutes for the imported innovative
drugs in clinical use. By including these
generic drugs in the Catalog, doctors
and patients can select generic drugs
as substitutes for innovative drugs to
lower the cost of drugs. Accordingly,
the preferential policy in the medical
insurance bidding and procurement
will also significantly reduce the cost of
drug use, and indirectly lower the price
of innovative drugs, so that both patients
and the government can benefit from it.
In future, by the TE codes in the Catalog,
doctors and patients can decide whether
two drugs are clinically interchangeable,
and whether a generic drug can be
substituted for an innovative drug.

As shown in the website of CFDA, the
information related to the listed drugs is
as follows:
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An example of the content of Approved Drug Catalog of China™

Approval No. /
Registration Certificate
No.

AR FEHEIF, ZFERDUD SR

Active Ingredient For compound drug products, use semicolons to separate the active
ingredients

HmB LU _E T B9IERR M ST 00

Drug Name As stated in the approval certificates

Hma nE

Brand Name If available

mB bosageForm | T ol oot

45745812 Route ZBBKIF Refer to the Appendix

A LU _E T BOIERR M S S0

Specifications As stated in the approval certificates

S L5 RLD 2/ % Yes / N/A

FRERIFI RS 2 /% Yes/N/A

ATEHERARE | 0

ATC X5 ATC Code

HEXS [ EES

EFfmXBitEXS; #O8mXATIMES
Approval No. is for domestic drugs; Registration Certificate No. is for
imported drugs

1 EF RN T2 MNAENENR R SIERSHUEN
SRR
1. The date when the drug is approved based on complete and

BHRitERER standardized research data of safety and effectiveness;

Date of First Approval 2. BE A ESRENT R —HMETENNEXRHUER
#;

2. The first approval date when the drug passes the quality and

therapeutic equivalence evaluation.

EHFAFEA DU _E T BOIERR M ST 0

Applicant Holder As stated in the approval certificates

Il I DU £ TR BOIERR M ST o v

Manufacturer As stated in the approval certificates

SRR (PELETHRERE) - FEREHE, * Source: the Approved Drug Catalog of China - User Guide,

http://202.96.26.102/about/guide,

http://202.96.26102/about/guide.
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Marketing Status Being sold and marketed/sales and marketing suspended/withdrawn
from the market (for reasons other than safety and effectiveness)

1. BUFRES

1. Innovative drug

2. A RERZ,

2. Modified new drugs

3. HORIHA &

3. Imported innovative drugs

WrR R 4. R F MM FEHOER A HIZ

Types of Listed Drugs 4. Generic drugs approved based on the new classification system
for registration of chemical drugs

5. B FREMT M —EMHTNIIZ &

5. Drugs that have passed quality and therapeutic equivalence
evaluation

6. Hfthza &

6. Other drugs

HHE - TR EE. BBERIPERSE. THRSHESE

Link - Patent information database, data protection database, market exclusivity database

HEE - REABIERE

Link - User direction database

HEE - BT, B KREREE

Link - Review, verification, examination database

EIEENAEKER
The forms of patent information

EF{5 & Patent Information

fEXS [ E/ ik EFFHE ERzR
= Patent No. Patent Expiration Patent Type
Approval No. /
Registration

Certificate No
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Patent types: drug substance patent, drug
product patent (including formulation patent
and composition patent), method-of-use
patent (to protect indication and use of the
drug). Among them, the drug substance
patent does not include crystal form.

The patents published in the Catalog are the
patents authorized within China, and do not
include foreign patents and expired patents.

In addition, the Catalog also stipulates the
responsibilities of drug regulatory agency,
including accuracy and timely updating of
the content of the Catalog, stable operation
of the database, and timely disclosure of
information. The inclusion of new drugs and
the updating of existing drugs in the Catalog
are the key to keep the data accurate, clear
and complete. The drugs approved based on
the new classification system for registration
of chemical drugs and the drugs that have
passed quality and therapeutic equivalence
evaluation will be directly included in the
Catalog; the imported innovative drugs
approved based on the previous classification
system for registration of chemical drugs will
be included after all the patent information
has been collected and the applicant's
opinions evaluated and confirmed.

At present, the Catalog has included 214
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drugs and 361 drug specifications.
Among them, the imported innovative
drugs account for 70%, 305 drug
specifications are being marketed
and sold, 41 drug specifications are
suspended from marketing, and some
drugs have not yet been put on the
market. *

(1) Implementation of the
Catalog and the Results
of it

The publication of the Catalog is of
great practical significance for the
development of pharmaceutical
industry (for both innovative and
generic drugs) in China. To promote
the development of the industry, on
the one hand, innovation needs to
be encouraged, which means the
drug innovation environment must
be protected at the institutional
level; intellectual property rights
must be protected, including patents
of innovative drugs, the rights and
interests of patentees and benefits
for innovative drug companies.

® C(LTHRERE) RNBBER
27, # http://www.sohu.com/
a/246142411_100181138,

% Latest Version of the Approved Drug Catalog of China,
available at http://www.sohu.com/ a/246142411_100181138.
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In addition, the rights and interests for
patentees should be protected not only by
the patents themselves, but also in all aspects
of drug regulation, to provide a variety of
ways for generic drug makers to acquire
patent information of reference drugs.
When approving a drug, the drug regulatory
agency shall disclose and clarify the patent
ownership in the Catalog, and designate the
innovative drugs as RLD and RS, which not
only acknowledge the innovators in certain
therapeutic fields, but also renders support
and protection to the innovative drug makers
and manufacturers.

On the other hand, the quality of generic
drugs also needs to be improved, which
requires rigorous reference standard
and quality standard for them. The key
for a successful generic version is for
the regulatory agency to designate an
RLD or RS as the standard to which new
generic versions are compared. With the
establishment of patent linkage system,
generic drug makers can launch their high-
quality/standard generic drugs in a quick
and professional manner, so as to improve
accessibility to the drugs and reduce
medical costs. Establishing such as system
would be an important milestone for Chinese
pharmaceutical industry.
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One of the important roles of the Catalog
is to designate RLD and RS, and to clarify
their accessibility by marking their
marketing status. With a communication
and exchange mechanism with the
applicant, responsibilities assigned to the
NDA holders, and timely acquisition of
accessibility information about the RLD and
RS, in case of any problem in the availability
of the designated RLD and RS, they will be
re-designated in time according to the
marketing status, quality and standards of
the generic drugs in the Catalog.

Currently, the main role of the Catalog
is "quality and therapeutic equivalence
evaluation’. The Catalog not only is a fruit of
the equivalence evaluation, but also serves
as the standard and a starting point for the
R&D of generic drugs in such evaluation.
The drugs that have passed the evaluation
will be directly included in the Catalog, as
substitutes for imported innovative drugs,
which in turn pushes the equivalence
evaluation work forward. The Catalog can
designate both RLD and RS. If RLDs have
not been imported or there is an availability
problem, the drugs that have passed the
equivalence evaluation can be marked as
RS, so as to ensure smooth progress of the
equivalence evaluation work.



(PELHZMm
 BR&E) 55%H

“TBRA 2Z27H
SIMILARITIES AND
DIFFERENCES BETWEEN THE
APPROVED DRUG CATALOG OF
CHINA AND THE ORANGE BOOK
OF THE UNITED STATES

XERERBHEER
LEN+FHRIK,
EEATUINFERRE
By 3 L ) BE 42 M T BY
EX, BT BRE.
HINBEE (IFEE B ERY
ifiesE, 2WE T
R, BHBMBIEIE,

BEARREERER
BHRIENEKERD D=1
e, BIEDZ M. i

The Orange Book system in the United States
has been built for nearly 40 years. With
constant development of the pharmaceutical
industry, ever-emerging demands have
prompted expansion and improvement on
the Orange Book system. With the system
continuously improved, its functions have
been gradually expanded and coming into
focus.

Some people divide the development history
of the Orange Book system into three stages,
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namely, early stage, expansion stage and
mature stage. At each stage, the functions
and orientation of the Orange Book are
relatively clear. "

(1) Early Stage

From the establishment of the Orange Book
system, it is not difficult to see that its
aim was to reduce drug costs and control
medical expenses. It was originally intended
to realize the substitution of generic drugs
in the clinical use, reduce medical expenses
and improve the public accessibility of drugs.
Inclusion of generic drugs which have met
therapeutic equivalence requirements is a
function of the Orange Book to realize "drug
substitution in clinical use".

(2) Expansion Stage

Hatch-Waxman Act, which was enacted
in 1984, established a series of rules and
regulations, including pharmaceutical patent
linkage system, drug data protection system,
compensation system for the duration of
drug patent and Bolar exception, in order
to strike a balance between the innovation
incentives for pharmaceutical companies

PN FEARNAZETRAEBIEHRERN:
(FEZHRERBHERRARETRE) ,
%5 88-92 T,

" Refer to: Professor Ding Jini's team from China Pharmaceutical University: Concluding
Report on the Study of Construction of Chinese Version Orange Book System. pp. 88-92.
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and the greater consumer access provided
by low-cost generic drugs. To meet the
requirements raised by the Hatch-Waxman
Act, the Orange Book scope was expanded
in the largest scale ever. The Orange Book
version published after the passage of the
Act had a new appendix item to include
the patent information and data protection
information (exclusivity) of the listed drugs,
for the purpose of the data protection and
patent linkage system. With the increasing
investment in innovative R&D of the
pharmaceutical industry in the United States,
and the increasing output of new drugs, new
demands were raised for the protection of
the rights and interests of innovative drugs.
To accommodate the development and
demands at this stage, patent information
and data protection information were added
in the design of Orange Book system, for the
materialization of another function of the
Orange Book, “incentive for innovation”.

(3) Mature Stage

In the face of a series of problems in the
implementation of the pharmaceutical
linkage system, the United States has
constantly improved the Orange Book
system through judicial precedents and FDA
administrative decisions. At the beginning of
2017, in order to solve the problem of poor
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accessibility of some RLDs due to market
withdrawal and shortage of production and
supply, which hindered the R&D of generic
drugs, FDA introduced a new concept of
‘Reference Standard (RS)" based on the
existing Reference Listed Drug (RLD), and
made comprehensive adjustments on the
content and bulletin webpage of the Orange
Book. This is another function of the Orange
Book, “providing guidance to R&D of generic
drugs".

Up to now, the FDA has published the latest
39th Edition of Orange Book, which includes
the drugs approved for marketing as of
December 31, 2018, and has established a
timely and accurate information publicity
system in diversified forms. With the gradual
development and improvement of policies
and systems related to the pharmaceutical
industry in the United States, the functions of
the Orange Book have become increasingly
inclusive and accurate.

However, as the Chinese version Orange
Book, the Approved Drug Catalog of China,
has been published for less than two
years. Compared with the Orange Book of
the United States, the Catalog is still in its
infancy, or initial period of the early stage.
It goes without saying that the Orange Book
system of the United States has provided



BRB, HEdTEY
frEr, MEHELTFED
B ERBIRIEARN ERo SH9R,
TEHELIER, EEHE
RBHEANRE (BR
&) BHIERM TR
ESEE oz N

SZUPEN (BR
) MEENBERS,
AEL, RELGR
BEOEHZN T REEH
PRy & R, FET S
R KRB T S
7 A0 AR A B AR R S
B, XZ2MHIAH L
TENE Ro

BR, BTHER
ENFIERE. LR
B FRE ERER,
EEREN (BRE)
MEEERBAEL, 7
FERDER

Bk, Hap~
IERATE, XERERK
PHIERILLZY), EL
T “BEXRRES” AR
EREAN I eIHEES
T, WA HEER
ik, HHAEARZMN

valuable experience and reference for the
formulation of the Catalog.

It can be seen that both the Catalog and
the Orange Book were published for the
purpose of promoting the development of
the pharmaceutical industry, and enabling
generic drug makers to timely acquire
information about RLD and RS, the standards
and starting point for the R&D of generic
drugs.

However, due to the differences in system,
R&D and industrial environment between
the two countries, there are still many
differences between the Catalog and the
Orange Book.

First of all, the industrial backgrounds were
different at the time of publication. The
Orange Book system was established when
the "Zero-risk Regulation” held a dominant
position in the industry, which caused the
decline of innovation, slow-down of new drug
output, sluggish development of generic
drugs due to the lack of price and cost
advantage, mounting prices of drugs, and
heavy burden of medical insurance. In the
context of strong patent protection in the
United States, the innovative drug industry
was growing rapidly, at a much quicker pace
than the generic industry. However, the
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development of the generic industry is
indispensable to the drug accessibility.
The purpose of the Orange Book
system was to encourage generic
drug substitution in clinical use by
listing all prescription drugs approved
based on the principles of safety and
effectiveness, as well as multi-source
prescription drugs (generic drugs)
approved based on the principle of the
therapeutic equivalence. Whereas in
China, the generic drug industry plays a
decisive role in the whole industry. For
various reasons, imported innovative
drugs cannot enter the Chinese market
in time, and the demands for high-
quality drugs cannot be met. The lack
of designated innovative drugs for
reference has led to the long-term
redundant low-level development of
generic drugs in China, and slowed
down the development of the whole
industry.

Second, the purposes were different.
The ultimate goals of the both are to
achieve equivalence in therapeutic
effect and quality between generic
drugs and innovative drugs, realize the
generic drug substitution for innovative
drugs, and finally to achieve the
accessibility of drugs. However, because
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the innovative pharmaceutical industry in
the United States is quite developed, the
U.S. authority has paid more attention to
the generic drug substitution in clinical
use, so as to reduce the medical cost and
ensure accessibility of drugs; while in China,
because the innovative pharmaceutical
industry is underdeveloped and most of
the innovative drugs are imported drugs
(at least for the moment), the purpose of
the Catalog is mainly to coordinate with the
work of "equivalence evaluation’, so as to
realize domestic generic drug substitution
for imported innovative drugs. The Catalog
not only is a fruit of the evaluation, but
also serves as the standard and a starting
point for the R&D of generic drugs in such
equivalence evaluation, and finally helps
realize substitution for imported innovative
drugs, which in turn pushes the evaluation
work forward.

Third, the supporting systems and regulations
are different. Although the publication of the
Orange Book was earlier than the passage
of Hatch-Waxman Act, as the practice
evolves, the Orange Book has become an
important part of the patent linkage system
established by Hatch-Waxman Act. At the
same time, the Act also provided such
systems as data protection, compensation
system for the patent duration and so on,
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which constitute the institutional basis
for the "imitation and innovation" balance
of the U.S. pharmaceutical industry. In
contrast, although the Catalog of China was
published on the basis of the Opinions of the
Two Offices, and there are also provisions
about patent linkage, data protection and
compensation for the patent duration in
the Opinions, as of now, other systems
and regulations have not been issued and
implemented. Therefore, the current function
of the Catalog is merely to disseminate
information, mainly for generic drug makers
to finish “equivalence evaluation”.

What's more, because the Catalog has been
published only for a short period of time,
the rules about modification, revision and
delisting procedures are not clear, and
further observation is needed for evaluation
of its implementation results.
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There is no doubt that the publication of the
Catalog is an important measure to deepen
the reform of pharmaceutical industry and
promote the innovation and development
of pharmaceutical industry. As the
pharmaceutical patent linkage system does
not yet exist in China, the current function of
the Catalog is more focused on information
dissemination. Drugs included in the Catalog
can be sold on the market, and enter the
medical insurance bidding or quantity-
based procurement system. According to the
Opinions of the Two Offices, China will explore
the establishment of pharmaceutical patent
linkage system in the future, and the Catalog
will be expected to become an important
part of such system, just like the Orange
Book of the United States. In view of this, to
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improve the Catalog, we think that priority
should be given to the following issues:

1. Clarify the Functions and Roles of the
Catalog

As an important part of the medical
reform in China and important content
of the Opinions of the Two Offices, the
functions and roles of the Catalog should be
positioned in coordination with the reform
of pharmaceutical policies or systems,
and the needs of national strategies. To
be specific, at the policy level, the Catalog
should be in line with the reform of drug
registration classification, and the current
status of registration reform: at the level
of system reform, in view of the current
situation in China, the Catalog needs to link
to the "equivalence evaluation” of generic
drugs, reflect the process of equivalence
evaluation, and provide guidance for the
R&D and registration of generic drugs; at the
national strategy level, as China is striving
to build an innovation-oriented country, the
establishment of the system should not only
protect the rights and interests of innovative
drugs to encourage innovation, but also
promote the generic drug substitution, so
as to strike a balance between innovation
and imitation. Specifically, this topic can be
explained in following aspects:
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First, protect the interests of innovative
drugs. The foremost function of the Catalog
is to protect the rights and interests of
innovative drugs by publishing relevant
information timely and fully, which should
includes “right announcement’, “designating
as RLD" and "patent and data protection”.
With the “right announcement’, on the day
when the innovative drugs are approved
for marketing, relevant information should
be timely included into the Catalog and
published, that is, the Catalog will be the
official right announcement to show the
legal status of innovative drugs. “Designated
as RLD" means that an innovative drug is
designated as a Reference Listed Drug (RLD),
which is an important right of the innovative
drug after its approval. It not only marks
the drug regulatory agency's recognition of
originality and quality of the innovative drug,
but also gives it a clear policy advantage in
the downstream bidding procurement and
medical insurance policy. Therefore, once
an innovative drug is confirmed as the RLD,
it means that it will have larger market
share and broader market prospects to
some extent. "Patent and data protection”
is the proper meaning for the protection of
innovative drugs. In fact, although there are
terms and conditions on data protection
in the Provisions for Drug Registration, at
present, the patent information published
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in the Catalog does not include any content
about it. The inclusion of detailed patent
and data protection information items in
the Catalog is of great practical significance
for the effective implementation of drug
patent protection system, the perfection
and implementation of drug data protection
system, and the exploration of establishing
patent linkage system. It can effectively
protect the legitimate rights and interests
of innovative drug makers, and help promote
the innovation and upgrading of the
pharmaceutical industry.

Second, guide the R&D and registration of
generic drugs. Another important function
of the Catalog is to provide guidance and
support for the R&D and registration
of generic drugs from three aspects:
"technical guidance”, "guidance for follow-
up applications” and “legal guidance". The
Catalog offers "technical guidance” by
designating the RLD as the standard to which
all generic versions must be compared in
drug registration applications, and the RS as
reference standard for the bioequivalence
test, disseminating to the public the dosage
forms and specifications of the RLD and
RS, and information about the marketing
authorization holders and manufacturers,
clarifying reference standard and access
channels for generic drugs, providing
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technical reference for R&D trials and
registration applications of generic
drugs. By this “technical guidance”,
the R&D and applications of generic
drugs can be guided and regulated,
and improper practices in registration
applications of generic drugs can
be prevented, such as tampering of
dosage forms and specifications. The
Catalog offers "guidance for follow-up
applications” by timely including in the
Catalog all the generic drugs approved
based on the principle of quality and
therapeutic equivalence, and indicating
that the generic drugs have been
approved for marketing. In this way,
the follow-up generic drug makers
can fully understand the marketing
status of similar products, and avoid
extreme cases such as redundant low-
level development and shortage of
drug supply, which in turn can optimize
industrial structure and promote
supply-side reform. The Catalog offers
‘legal applications” by including in the
Catalog all the patent protection and
data protection information related
to the innovative drugs, and providing
important reference for generic
drug makers to fully understand the
intellectual property right status of the
innovative drugs. In this way, generic
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drug makers can be guided to reasonably
formulate R&D and marketing strategies,
thus preventing patent infringement risks
after the drug is approved for marketing.

Thirdly, implement innovation policies to
promote development of the industry.
As an important measure to promote
pharmaceutical innovation, the functions and
roles of the Catalog should be based on the
implementation of national pharmaceutical
innovation policy, and promotion of the
development of pharmaceutical industry,
including the process of quality and
therapeutic equivalence evaluation and
realization of generic drug substitution.
The timely inclusion of the result of quality
and therapeutic equivalence evaluation
on generic drugs into the Catalog, which
fully reflects the evaluation process, is an
important function of the Catalog. Along with
the generic drugs passing the equivalence
evaluation one after another, the drugs and
related information will in turn be included
into the Catalog, which clearly marks that the
drugs have been approved for manufacturing
and marketing, thus providing reference for
the downstream procurement and clinical
use. According to the Some Opinions on
Further Reform and Improvement on Policies
Concerning Drug Manufacturing, Marketing
and Use (Document No. 13, [2017]] issued
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by the General Office of the State Council,
when three or more than three companies
have passed equivalence evaluation for
a same kind of drug, the drugs that have
not passed equivalence evaluation shall
not be purchased; at the same time,
adoption of medical insurance payment
standard by non-proprietary names should
be expedited, and use of drugs that have
passed equivalence evaluation should be
encouraged. The generic drug substitution
is of vital importance to the control of
medical expenses. The prerequisite of
implementation of policies to encourage
generic drugs is to clarify which generic
drugs have therapeutic equivalence with
innovative drugs, and can be taken as a
substitute. The ultimate purpose of industrial
development is to solve the problem of drug
use, and to realize accessibility of drugs.

2. Based on China's Actual Situation, Draw
on Experiences and Lessons from Foreign
Countries.

The publication of the Catalog is only a
beginning. There is still a long way to go for
its perfection and full implementation. As
a system which originated outside China,
its perfection and development should not
only rely on the practices and localization
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in China, but also draw on experiences and
lessons from foreign countries.

The Catalog should draw on the advanced
experience and achievements of foreign
countries, avoid their problems and
defects, and give full play to the “latecomer
advantage". The Orange Book of the United
States has been implemented for nearly
40 years since it was first published in
1980. The Orange Book has undergone
continuous improvement and amendments
through judicial precedents and FDA
administrative decisions, before it turns
into a comprehensive and complete system
with timely and accurate dissemination
function. By identifying the pharmaceutical
information, patent and data protection
information of RLDs, as well as the first
version generic drug and TE codes of
generic drugs, the Orange Book has played
the roles of “innovation orientation” and
"guidance for generic drugs”. In the process
of implementation, the Catalog of China will
also face the same problems as the Orange
Book, such as abuse of the system, improper
registration or errors. The solutions of the
Orange Book system to these problems can
also be of great reference value, if China can
anticipate and avoid such problems when
constructing the Chinese version Orange
Book.
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At the same time, the institutional
environment of the United States is different
from that of China. Before the Orange
Book was issued in the United States, the
innovative drug industry was quite developed.
Especially, the passage of Hatch-Waxman
act was more focused on promoting the
development of the generic drug industry
to reduce the cost of social medical care
and medical insurance, and improve the
accessibility of drugs, instead of striking a
balance between innovation and imitation. As
a result, the Hatch-Waxman Act is also known
as the “Generic Drug Act". While in China,
generic drugs are in dominant position
so the balance between innovation and
imitation should on the one hand, promote
the development of innovative drug industry;
on the other hand, improve the quality and
level of generic drugs, so as to realize the
generic drug substitution for imported
innovative drugs. Therefore, the Catalog
should take full account of China's practical
conditions and the differences between the
two countries in the development stages
of drug registration and approval system.
First, with the implementation of the new
classification system for registration of
chemical drugs, the definition of new drugs
has been adjusted to “globally new", which is
significantly different from the “domestically
new" in the United States, Europe, Japan and
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other countries or regions, thus deriving a
series of new situations unique to China,
such as existence of three kinds of generic
drugs. Second, for a long period of time,
China's generic drugs have adopted the
principle of “imitating standards" rather than
“imitating products’, so a large number of
generic drugs have not been evaluated for
therapeutic equivalence before they get
on the market. Third, China has adopted
"separate channels” for the registration and
application of imported drugs and domestic
drugs. Therefore, while learning from the
advanced experience of other countries,
the construction of the Catalog should also
be based on China's practical conditions.
New thinking, new paths, and new methods
should be explored to realize the seamless
connection between the Catalog and the
drug registration and approval system.

3. Clarify Existing Problems of the Catalog

As far as the current version Catalog is
concerned, the major problem for its
implementation is the lack or impracticability
of supporting systems. Although the Orange
Book system was not originally intended
to coordinate with the Hatch-Waxman Act,
after the passage of the Act, the content
of the Orange Book was expanded in the
largest scale ever to adapt to the new rules
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in the Act, especially the pharmaceutical
patent linkage system, data protection
and compensation system for the patent
duration. Although the Opinions of the
Two Offices clearly pointed out the need
to formulate a catalogue for drugs on
the market, explore the establishment of
pharmaceutical patent linkage system, carry
out the pilot project for the compensation
system for the patent duration, and improve
and implement the drug trial data protection
system, for the moment, among them,
only the Catalog has been formulated,
the supporting patent linkage system and
compensation system for the patent duration
have not been put in place, and the drug trial
data protection system stops at the level
of laws and regulations, has no practicable
procedure to follow. Therefore, the functions
of the Catalog have been greatly limited.

As far as the patent information included in
the Catalog is concerned, first, the patent
information required by the current version
Catalog only includes patent number, patent
type and patent expiration. The patents
published in the Catalog are the patents
authorized within China, and do not include
foreign patents and expired patents. The
patent types include drug substance patent,
drug product patent (including formulation
patent and composition patent), method-of-
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use patent (to protect indication and use of
the drug). Among them, the drug substance
patent does not include crystal form. Due to
the fact that China has not yet established a
compensation system for the patent duration
and a data protection system, a linkage
mechanism among patent information
database, data protection information
database and exclusivity information
database has not yet been established. In
addition, regarding method-of-use patents,
we recommend summarizing the relevant
methods.
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Second, there is no correction and remedy
procedure for the registration errors of
patent information. At the initial stage of the
Orange Book system in the United States,
there were no such procedure either, so
wrong NDA applicants or patentees or
improper registration of patents occurred in
the practice and led to the improper delay
of the time to market of generic drugs. In
view of this, the law provided the remedy
approaches, which allowed the patentees
and third parties to request for correction. At
present, there is no clear procedure or rule
in this regard in the Catalog, which definitely
may cause inaccurate information and lack
of remedy approach.

Thirdly, although the Catalog stipulates the
responsibilities of drug regulatory agency,
including accuracy and timely updating of
the content of the Catalog, stable operation
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of the database, and timely disclosure of
information, there is still no punishment for
the abuse of the Catalog of the marketing
authorization holders or patentees, to
prevent such abuse which may hinder
generic drugs from entering the market.

4. Suggestions for Improvement on the
Catalog

After clarifying the above issues, we put
forward the following suggestions for the
improvement of the Catalog, mainly from the
perspective of patent law and the connection
between Patent Law and Drug Law:

(1) Patents published in the Catalog

Although China has not yet established the
pharmaceutical patent linkage system, the
drug patent information and data protection
information included in the Catalog will
provide a convenient dissemination channel
for the pharmaceutical patent linkage
system and the drug data protection system,
and promote effective linkage between
drug registration approval system and drug
intellectual property right protection system.
Therefore, policy interfacing should be
reserved for the establishment and design
of the Catalog, so that the pharmaceutical
patent linkage system and the drug data
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protection system can be effectively linked
and matched with the Catalog in the future.

The patent information in the Catalog is
a basis for the connection between drug
registration and patent linkage system.
The Catalog including patent information is
closely related to the new drug registration
procedure. First, the applicant submits
patent information related to the drug for
new drug application. After the new drug is
approved, the drug regulatory agency will
conduct formality examination on the patent
information submitted, and then publish it
in the patent information database of the
Catalog.

According to FDA regulations, any applicant
who files an NDA application and its
supplementary application to FDA in
accordance with Section 505(b) of FDCA must
submit patent information to protect their
drugs. Therefore, China should reasonably
determine the types of drugs that require
submission of patent information, not
only following international rules, but also
considering the current situation of China's
special registration system. In general,
regarding the Class 1 (innovative drugs),
Class 2 (modified new drugs) and Class
51 (overseas marketed innovative drugs)
drugs by the new classification system for
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registration of chemical drugs, to ensure
timely submission of patent information, the
NDA applicants or marketing authorization
holders are required to submit the patent
information when they file application
or supplementary application; patents
authorized after the approval of the drug
should be submitted within 30 days of
authorization. After the drug regulatory
agency completes the formality examination
of the patent information, it will be published
in the Catalog. As the Class 3 drugs (generic
drugs imitating innovative drugs on the
overseas market instead of on the Chinese
market) have not been approved by the drug
regulatory agency for marketing in China,
and their patent information has not been
submitted to the drug regulatory agency, the
Catalog does not include Class 3 drugs and
their patent information. For the purpose
of preventing generic drugs from infringing
upon their patent rights, and facilitating the
R&D and marketing of generic drugs, after
generic drug makers file application by
the "apply for approval before registration”
model, the drug regulatory agency can
designate such innovative drugs on the
overseas market as RLD and include them in
the Catalog.

In addition, regarding the generic drugs
that have passed equivalence evaluation
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in China, the essence of patent linkage is
to prevent the generic drugs suspected of
patent infringement from being approved
for marketing in the process of generic drug
registration. For the generic drugs already
approved for marketing, there is no patent
linkage problem, so their RLDs are no longer
related to the problem of patent information
submission.

The patents published in the Catalog are the
valid patents authorized within China, and
do not include foreign patents, patents not
yet authorized, expired or invalid patents.
There are three patent types in the Catalog:
drug substance patent, drug product patent,
method-of-use patent. Among them, the
drug substance patent is to protect the
active ingredient of the new drug and does
not include crystal form; drug product patent
is to protect the drug product, including
formulation patent and composition
patent; method-of-use patent is to protect
indications of the drug, which have been
approved or are pending approval. When
filing application for marketing approval
of part of the indications, generic drug
applicants can submit statements about
method-of-use patents that are not involved.

Whether the patents in the Catalog should
be limited to chemical drugs, or the patent
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information of biological drugs should
also be included just like South
Korea and Canada (the United States
publishes biological drugs in the
“Purple Book’), or even that of Chinese
traditional medicine patents with
Chinese characteristics should also be
included, depends on the application
scope of pharmaceutical patent linkage
system in the future. In our opinion,
for the moment, since the Opinions of
the Two Offices proposed “exploring
establishment” of pharmaceutical
patent linkage system, it is not
unacceptable to take chemical drug
as an entry point at the initial stage.
Along with the implementation of the
Catalog, the overage of patents can be
expanded step by step, and the patent
information of biological drugs and
Chinese traditional medicine can also
be added.

In the United States, "process patents,
patents claiming packing, patents
claiming metabolites, patents claiming
intermediates..." shall not be submitted
to FDA , and therefore will be excluded
by the Orange Book. While in China, the
Catalog only has positive provisions, and
clearly excludes the crystal form from
the drug substance patent. Therefore,
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the further clarification of the exclusion list
can be considered.

(2) Patent information to be published

The patent information items to be published
in the Orange Book of the United States
include product number, drug name, active
ingredient, dosage form, specification, patent
number, patent expiration, patent type, delist
requested, and patent submission date, as
shown below:

Product 003

DABIGATRAN ETEXILATE MESYLATE (PRADAXA) CAPSULE EQ 110MG BASE

Patent Data
Product Patent Patent Drug Drug Patent Delist Submission
No No Expiration Substance Product Use Requested Date

Code
003 6087380 12/28/2021 DS DP U-1931 12/15/2015
003 7866474 08/31/2027 DP Y 08/01/2011

003 7932273 09/07/2025

DS DP 12/15/2015

003 9034822 01/20/2031

U-1759 12/15/2015

FEBRBATHNEREERG
Patent information items published in the Orange Book of the US
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Among them, "Delist Requested” means
anyone who disagrees with the publication
of the patent in the Orange Book has made a
request to delist the patent from the Orange
Book. "Submission Date" is a new column
added on November 21, 2017, which means the
date when FDA receives patent information
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Drug Name Active Marketing

3KV e | Bristol-Myers Squibb

Sprycel Dasatinib Pharma EEIG

g AL EWWEAIRAEA HEXS EHIES

Ingredient  Authorization Holder ~ Registration Certificate No.

submitted by NDA applicants, and is used to
ensure NDA applicants' timely submission of
patent information.

The patent information published in the
Catalog should follow and make reference
to the Orange Book, and adapt to the needs
of the current Chinese version Orange Book.
Therefore, the patent information items to
be published in the Catalog include patent
number, patent type and patent expiration.
Where there is an extension of the patent
validity, the extended period is added to the
patent expiration, and will not be published
separately.

eng  TE HEUT FES maen
Patent No. g Method-of-

L Compound  Product
Expiration i Patent  USe Patent

Approval No. /

H20130589 CN 19809098 | 2025-02-04 DS

(BR&) THEBARTA

Patent information items in the Catalog

(3) SEEERIEMRAE
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(3) Linkage with Supporting Systems

As mentioned before, after the passage of
the Hatch-Waxman Act, the content of the
Orange Book was expanded in the largest
scale ever to adapt to the pharmaceutical
patent linkage system, compensation system
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for the patent duration and drug data
protection system, so as to strike a balance
between innovation and imitation, and
promote the development of the industry.

While in China, the patent linkage system
and compensation system for the patent
duration have not been put in place, and
the drug trial data protection system has
no practicable procedure to follow. As
an important measure to “promote the
pharmaceutical innovation and development
of generic drugs" (as stated in the Opinions
issued by the Two Offices), policy interfacing
with relevant systems should be reserved
for the construction of the Catalog. In view
of this, on the one hand, the compensated
period for the patent duration should be
added to the patent expiration date when
the information is published. If the patent
duration is extended after the marketing
approval of the drug, it should be updated
in a timely manner. On the other hand, the
information to be published should be linked
with data protection information database.
The publication of drug data protection
information in the Catalog is the basis for
the linkage between drug registration and
drug data protection system. When filing
an application for marketing approval,
the applicant can also apply for trial data
protection. When approving a new drug,
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Drug Name Active Ingredient

ERFEIRAA

Marketing Authorization Holder ~ Registration Certificate  Data Protection Category

the drug regulatory agency grants it a data
protection period of corresponding category,
and publish the information in the Catalog.
The data protection information items in the
Catalog are Data Protection Category and
Data Protection Expiration.

HEXS [ EHES
BIRRIFEIHER
Approval No. / H Data Protection

Expiration

HURRIPRE

No.

poz:cl FERERRAERE | SIAEREDRBBRATE
AiTan Apatinib Mesylate | Jiangsu Hengrui Medicine Co., Ltd. Class 1

136

H20140103 2020-10-17

(BRE) SHERIPERATTRE
Data protection information items in the Catalog
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(4) Correction and remedy procedure for
the registration errors in the Catalog

As mentioned before, the drug regulatory
agency only conduct formality examination
on the patent information submitted. Once
wrong information or improper registration
occurs, the marketing application of generic
drugs may be hampered. In view of this,
remedy approaches should be provided
in case of wrong information or improper
registration. These approaches should be
mainly through administrative channels,
i.e., when marketing authorization holders
or patentees identify wrong registration
information, they can propose requests
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to regulatory agency for correction. After
checking on the situation, if the mistake in
the registration information is confirmed, it
should be corrected in a timely manner. If
it is a generic drug maker or a third party
who identifies the mistake, they can file
an application for correction with the drug
regulatory agency, which in turn should
forward the application to the marketing
authorization holder or patentee, and confirm
whether the information should be corrected
based on their feedback.

(5) Punishment for abuse of the system of
the Catalog

In the United States, the law does not provide
for any punishment for NDA applicants or
patentees not registering relevant patent
information. Once there is a patent challenge
from a generic drug maker, the innovative
pharmaceutical company or the patentee
has no right to enjoy the protection from
30-month stay of FDA approval of generic
ANDA. Since the amendment of Hatch-
Waxman Act in 2003, the negative impact
caused by improper registration of patent
information has been regulated. In practice,
the United States also experienced the stage
of recourse to remedy by the competition
law.
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At present, pharmaceutical patent
linkage system has not been put in
place in China, so the negative impact
on the abuse of the Catalog by the
marketing authorization holders or
patentees should be limited to the
extent that the inaccurate information
in the Catalog may affect its functions
of technical guidance, R&D registration
guidance and legal guidance for the
generic drugs. However, when the
pharmaceutical patent linkage system
has come into existence in the future,
the abuse of the Catalog may lead to
the delay of time to market of generic
drugs. Therefore, we believe that
the punishment is necessary for the
marketing authorization holders or
patentees' abuse of the Catalog. Where
any abuse is detected, application for
new drug registration certificate cannot
be submitted or the certificate will not
be issued within a certain period of
time.

It should be noted that although
we have put forward the above
suggestions on the amendments and
improvements on the Catalog, and use
as reference the following lllustrations
and Explanations on the Catalog from
the existing studies, the ultimate
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orientation of the Catalog should also
be premised on the basis that China
has established the pharmaceutical
patent linkage system, compensation
system for the patent duration and
practicable data exclusivity system.
Therefore, the final determination of the
contents of the Catalog will be subject
to the establishment of pharmaceutical
patent linkage system through making
a higher level law. Only until then can
we make targeted amendments and
improvements on the specific contents
of the Catalog.
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CONCLUSION: ILLUSTRATIONS
AND EXPLANATIONS ON THE
CATALOG

FEZARAKZTESEZ  The author of this paper believes that the
EHEIPAXTF (B RE) B suggestions made by Professor Ding Jinxi's
SEMIPR MBI ERIN, %£&iAA,  team from China Pharmaceutical University
asE, " for the structure of the Catalog are worth

considering.”

2N PEANAETHREABIRAREN: " Refer to: Professor Ding Jinxi's team from China Pharmaceutical
(PEZR RSB ERISHRETIRS), University: Concluding Report on the Study of Construction of
%5 65-69 T, Chinese Version Orange Book System. pp. 65-69.
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Innovative drugs are listed by brand names,
while generic drugs by non-proprietary names
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mA_:@ sold and marketed in Lhina, use semicolons to separate the active ingredients. RLD and RS columns, marked as ‘Yes"
being sold and marketed overseas/
withdraw from the market h

A
NERRBTENY, ‘B ERARATREFN ﬁ
Type A means the drugs are therapeutically equivalent;
Type B means the drugs are not therapeutically equivalent.

A SRR RX”, I FEITIEN “0TC”

Prescription drugs are marked as “RX" and OTC drugs are marked as "0TC".
(—RIER) MAREMNIL 1R 2K 3K 4K518£.52%
(FFFIER) BT — BT RO

(General situation) Class 1, Class 2, Class 3, Class 4, Class 51 and Class 5.2 in the new drug registration classification.
(Special situation) The drugs that have passed equivalence evaluation and the drugs that have not been imported.
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Explanations of the items in the master
table

1. Marketing status: refers to the marketing
approval status of the drug. The item uses
three marks: “being sold and marketed in
China", "being sold and marketed overseas’,
“withdrawn from the market". The marks used
by this item correspond to the categories of
drugs included in the Catalog. For the drugs
in the general situation and the drugs that
have passed equivalence evaluation in the
special situation, this item should be marked
as "being sold and marketed in China". For
the drugs that have not been imported in the
special situation, the item should be marked
as "being sold and marketed overseas".
These drugs fall on two sub-categories:
(D RLDs for Class 3 drugs (generic drugs
imitating innovative drugs on the overseas
market instead of on the Chinese market);
(2) the RLDs that have not been imported but
included in the RLD list published during the
period of equivalence evaluation. "Withdrawn
from the market" means that the drugs on
the Chinese market have been withdrawn for
reasons other than safety and effectiveness.

The information of this item is published
mainly to guide the follow-up R&D
registration of generic drugs. For the poor
accessibility of the RLDs marked as "being
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sold and marketed overseas’ and “withdrawn
from the market’, generic drug makers can
avoid such products in drug selection, or
file an application for their own products
to be designated as RLD. This guidance can
promote the shift of the drug marketing
status in the Catalog toward the domestic
marketing.

2. Category of drugs listed: this item covers
the drugs included in the Catalog as general
situation, i.e., Class 1 and Class 2 new drugs,
Class 3 and Class 4 generic drugs, Class 5
imported drugs by the new drug registration
classification, as well as the drugs that have
passed equivalence evaluation and drugs
on the overseas market but not imported
as special situation. "The category of drugs
listed" can be deemed as a subdivision of
drugs in different marketing status.

First, because product nature, R&D and
manufacturing, registration review channel
and principle of approval vary greatly among
different drug categories, the marking
and publication of the drug categories can
guide the follow-up R&D and registration of
generic drugs. Second, different categories
of drugs listed can be linked with down-
stream drug supply chain. For example, the
mark "having passed equivalence evaluation"
can provide reference information for quality
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stratification for bidding procurement,
and have certain guidance function for
formulation of medical insurance payment
standard and the way drugs enter the
National Drug Reimbursement List.

3. Pharmaceutical information: basic
information about the drug, including
approval number/registration certificate
number, active ingredient, drug name,
dosage form, route, specifications and date
of approval.

"Drug Classification”: there are two
classifications, prescription drug and OTC
drug, the former being marked as “RX" and
the latter as "0TC", to provide guidance for
clinical use.

"Approval No. / Registration Certificate No.":
the Approval No. is for domestic drugs;
Registration Certificate No. is for imported
drugs. For the drugs being marketed
overseas, “‘country name (country that grants
marketing approval) + application number"
can be considered for the purpose of
improving traceability of RLD.

‘Drug Name" item is designed based on the
practice of the United States and Japan, as
well as China's consideration on the standard
management of drug names. Innovative
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drugs are listed by brand names, while
generic drugs by non-proprietary names.

Information about innovative drugs should be
published in a complete and timely manner.
For this purpose, the information of foremost
importance is the right for innovative
drugs. Meanwhile, the information about
dosage form and specification also serves
as guidance and reference for the R&D of
generic versions, so detailed publication of
this information can help prevent tampering
of dosage form and specification during the
period of equivalence evaluation.

For generic drugs, detailed publication of
their marketing information also serves as
public announcement of their rights, and
means their quality have been approved and
recognized by the drug regulatory agency.
Meanwhile, it also provides reference for
R&D and application of follow-up generic
drugs, so that generic drug makers can get
informed of the marketing status of similar
products in a timely manner, reasonably
allocate their R&D resources, and avoid
extreme cases such as redundant low-level
development and shortage of drug supply.

4. RLD and RS: Reference Listed Drug (RLD)
is a CFDA-designated approved drug product
to which new generic drugs are compared



4.RLD 5 RS: =
Eb #15 (RLD) RE1E
AR A RIRPSRE
CFDAEER B H EZH
¥, RS (RS) =2
{75 1 25 FE Fir 58 B9 X9 EE IR
B b7 53 FR P 16 AR BY X9 R
Ao FERPXNTX
MIE BT URTR, BF
BT RRIANSRYR,
Bl A AH Z R & iX IR 8
FF R Ko 7E A BRI 12 1R ¢
A&E, HR, iFidlt
KXKMBEMNHm, BSHKE
AmmEa I E MR
BYINA], T T ERBR
R Kz BB R BUR I 73 R
BREBBREMRE, B
EES AT ZENTE TR
HBEER,

5.TE /€ #83: TE ¥
BEEXNZTmAaTEX
MIERIFGER, HE
KEMRRE—HHNHY
ZEIEBA B M., TE
REEFEARBAESE
MAGMBRTEBATSE
M, DR A. BEE,
‘A’ KRREIRAETT
EMNAREFER LT
BEiEE®, “B” AR

to show that they are bioequivalent.
Reference Standard (RS) is the drug product
that an applicant seeking approval of an
generic drug must use in conducting an in
vivo bioequivalence study required for the
approval. First, publication of these two items
in the Catalog clarifies the reference drugs
for generic drugs and provide technical
reference for their R&D, trials and registration
application. Second, being designated
as RLD or RS means the drug regulatory
agency's recognition of their quality, gives
them evident advantage in the downstream
bidding procurement and medical insurance
policy, and provides reference information for
approval of market access.

5. TE Code: TE code represents the results
of therapeutic equivalence evaluation on
the drug. Drugs that are in a same category
and have same TE code are interchangeable.
From the initial alphabet of the TE code, one
can tell whether pharmaceutically equivalent
drugs have therapeutic equivalence. The initial
alphabet can be A, or B. Type A means the
drugs have been proved to be therapeutically
equivalent, and thus interchangeable
in use; Type B means the drugs are not
therapeutically equivalent, and thus not
interchangeable in use. The second alphabet
represents dosage form and other evaluation
information.
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6. Marketing Authorization Holder and
Manufacturer: the applicants who are
granted drug marketing authorization and
drug approval document number become a
marketing authorization holder. A marketing
authorization holder in the Catalog may
not necessarily be the manufacturer, for
the manufacturing of the drug can be
entrusted to a CMO [contract manufacture
organization). For this reason, both marketing
authorization holder and manufacturer are
included in the Catalog as two different
items.

The publication of these two items clarifies
the source of the reference drugs (RLD
and RS) for generic drugs, and provides
relevant information for the R&D, trials and
registration application of generic drugs.
In addition, as the marketing authorization
holder is the entity (or person) of primary
responsibility of drug quality, the publication
of the item means the establishment of such
status, and its accountability to the public
for the safety, effectiveness and quality
controllability of the drugs.
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1. ZEFEE

BERAERY, EKAGSELFEEHAF
Where there is an extension of the patent validity,
the extended period is added to the patent expiration.

Appendix:

On the Web version of the Catalog, a Web
link will be set up in the "Active Ingredient”
column in the master table. After the link
is clicked, an appendix for a corresponding
"active ingredient” will pop up. An annual
electronic version will publish all the
appendices independently. The appendix
mainly has the following two modules.

1. Patent Information

TREBEE. KaYEH. mREF. BREF
The patent types: drug substance patent,
drug product patent and method-of-use patent.

,,,,, N

EHFA | fmrs
BEA | EHES
Marketing | Approval No./

authorization | Registration

holder Certificate No.

SEMERS
Active
ingredient

HRETMH

Drug name

HwaMmEH
Drug Substance
Patent

ERER
Drug Product
Patent

RELFH

I

I
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Method-of-Use | |
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Patent No. Patent Expiration

Patent
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Patent type: the Catalog publishes three
patent types, namely, drug substance patent,
drug product patent and method-of-use
patent. Drug substance patent is represented
by "DS"; drug product patent include
formulation patent and composition patent,
and is represented by "DP"; method-of-use
patent (to protect indications of the drug] is
represented by “U". Generic drug applicants
can file application for marketing approval
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of part of the indications, but they must
submit statements about method-of-use
patents that are not involved.

Patent expiration: updated validity period
of the patent. Where there is an extension
of the patent validity, the extended period
is added to the patent expiration, and will
not be published separately.

The patents published in the Catalog are
the patents authorized within China, and
do not include foreign patents, patents
pending but not yet authorized by Chinese
authority, and expired patents.

2. Data Information

The drug data protection information
items in the Catalog include data
protection category, data protection
expiration, as shown below:

1360 2,138, 223K, 233, 2.4,

5.1%. FRH. JLHE. B8

The categories include Class 1, Class 21, Class 2.2, Class 2.3, and Class 24
Class 51, orphan drugs, pediatric drug, first version generic drug

HRA

Active Marketing
Drugname | inaredi A

LHET | geye
Fems | WEA | e

EAHES | sig(RipRR | WIERPEIEE

b =
Approval No./ Patent No. Patent Expiration

holder

Certificate No.
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Data protection category: the drugs are
classified by data protection for different
categories, including the categories by the
new classification system for registration
of chemical drugs: registration Class
1 innovative drugs, registration Class 2
modified new drugs (Class 21, Class 2.2, Class
2.3 and Class 24) and registration Class 51
imported innovative drugs, as well as drugs
for rare diseases (marked as “orphan drugs'),
drugs for children (marked as "pediatric
drugs'), and first version generic drugs.






