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ABSTRACT: PURPOSE. This article is used to give a
brief overview for people who would like to submit a drug
registration application in China, or for those who would
like to get a broader international drug registration per-
spective. METHODS. This paper concretely describes
the new items in the current drug registration application
through introducing following contents: qualification of
the applicant, registration classification or type, the proce-
dures for drug registration application teview, the intellec-
tual property rights concerning the pharmaceutical (drug
substance and product), the process for submitting a drug
registration application and the materials required in appli-
cation for registration. RESULTS. From the papet, we
have a comprehensive knowledge of drug registration
application in China. CONCLUSIONS. The current Pro-
vision for Drug Registration 1s more reasonable and suit-
able for China’s entry into WTO and further guarantee
that safe and effective drugs are available to Chmese peo-

ple.

INTRODUCTION

The curtent Provision for Drug Registration was promul-
gated on October 30, 2002, and put into force on Decem-
ber 1, 2002. Compared with the former tegulations, the
current Provision for Drug Registration is more reason-
able and suitable, particularly with regard to China’s entry
mnto World Trade Organization (WTO). This paper intro-
duces and discusses the salient features of drug registration
applications regulated by the current Provision for Drug
Registration

The Regulation on the Qualification of Drug Regis-
tration Applicant!V

The qualification of drug registration applicant was not
subject to regulation according to the former New Drug
Approval Regulation. This resulted in applications for a
new drug approval by anyone. However the research and
development of new drugs is now a high-cost and high-
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risk industry, many individuals may not be qualified to be
drug registration applicants when their risk-resistance abil-
ity, limited funds and personal experiences are taken into
account. In addition, the facts proved many individuals
would alter, forge and counterfeit experimental or trial
data, materials and reports in order to obtain the Certifi-
cate of Drug Approval in the past decades. Moteover,
many of them did not produce the new drugs for the rea-
son of being short of funds after obtaining the Certificate
of Drug Approval. They usually transferred the new drug
technology to other person or entity time after time, no
considering whether the transferees can produce the new
drugs in a GMP-compliant, manufacturing facilities. This
situation fmally lead to a new drug may be produced i a

low quality by many manufacturing enterprises. (21 3]

The current Provision for Drug Registration clearly stipu-
lates the qualifications required of drug registration apphi-
cants. The drug registration applicant 1s an entity who
submits the drug registration application, assumes corre-
sponding legal obligation and owns the Certificate of Drug
Approval once the application is approved. The applicant
1s usually a corporation, pharmaceutical firm, government
agency or scientific mstitutions. In Chinese territory, the
applicant should be a legal entity. If an applicant with an
address outside of Chinese tertitory wishes to apply for
mmport drug registration, he should depend on his branch
located 1n China or China’s authorized agency. In addition,
the assigned person taking charge of the drug registration
application should be a person who has sufficient knowl-
edge of his field at locally and internationally and 1s profi-
cient in administration of the regulations on drug
registration.

The Classification of Drug Registration Application.

There ate four categorties of drug registration application,
mcluding

1. New Drug Application,

2. Application for the drug standardized by the state
(which used to be called generic drug), This are roughly
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equivalent to Abbteviated New Drug Applications i U.S.
or Submission in Canada (ANDA or ANDS)

3. Import drug application and
4. Supplementary application

(The detailed information on these applications is listed in
chart 1).

Chart 1: The Classification of the Drug Registration
Application.

Categories Contents

New Drug Application {1) The application for the drug that has never been
marketed in Chinese territory.

{2) The appl i cat ion for the drug for whi ch dosage formand
route of admnistration is changed, although it has
been previously marketed in Chinese territory |

Application For the Drug | The application for the drug t hat has been promal gated | n

Standardi zed by the State | an official standard by the hbational Crug Fegul atory

Authorities,

The application for the drug that is not produced in

Chinese Territory but is intended for marketing in China

Import Drug Application

Suppl erment ary Application | (1) The application for changi ng. addi ng or cancel | ng the
approved contents or items in a new drug drug
standardi zed by the state or inport drug which have
besn approved by the Mational Drug Regulatory
Aut hority

{2) Te application for alteration of the approved
clinical study application or of drug registration
application under review (This gensrally includes
submissi on of additional data or significant changes
in formilaes or processing or specifications or
packagi ng nat eri al s or for newcl ai e or | ndi cat i ons)

{3) New drug technol ogy transfer, inport drug divided
packaging, thedrugwithtrial standard filing for tha

application of formalization

An applicant m Chinese territory can register a new drug
application, an application for the drug standardized by the
state, and a supplementary application. An import drug
application and  supplementary application ate appropri-

ate to the applicant beyond Chinese tertitory.

The current Provision for Drug Registration defines “A
New Drug” as a drug that has never been marketed m Chi-
nese territory. This differs from the old Regulation that
defined New Drugs as those produced in China for the
first time, According to this new defmition, Chmese manu-
facturers, who alteady produce imported drugs on the Chi-
nese market, should submit the application according to
the requirements for “the drug standardized by the state”,
thereby solving the problem of a too general definition
such that the “new drug” was not “new” in the real sense.

The Procedures for the Review of Drug Registration
Application™

Generally speaking, the procedures for the review of drug
registration application cover the following steps:

(1) After recetving the drug registration application, the
Provincial Drug Administration Authotities (PDAAs)
should otganize the works of the formal review of submit-
ted materials, on-site examination and sampling. The for-
mal review aims to guarantee the content and format of
the submitted materials 1s in line with the requirements
and all the required materials have been submitted. After
formal review, the PDAAs send the qualified applications
to the State Drug Administration (SDA) for further review.
The import drug registration application should be directly
submitted to SDA by the applicant.

(2) SDAs Department of Drug Registration carefully
reviews the completeness of the submitted materials, files
the qualified applications and transmits all the materials of
qualified applications to the Center for Drug Evaluation
directly attracted to SDA.

(3) The mission of SDAs Center for Drug Evaluation
(CDE) 1s to assute all the drugs available to Chinese peo-
ple are safe and effective, which is roughly equivalent to
that of SDA’s Center for Drug FEvaluation and Research in
USA. CDE otganizes drug evaluation experts to teview
the application and determine whether the safety and
effectiveness mformation submitted for a new drug are
adequate for manufacturing and marketing approval. The
drug evaluation experts are selected from such field as
medical treatment, research, laboratory examination and
teaching; proficient in the knowledge of their fields locally
and internationally and with senior technical titles. The
review usually includes chemistry review, pharmacology/
toxicology teview, statistical review, safety review, clinical

review, biopharmaceutical review and labeling review 1,

(4) Carefully considering the recommendations and review
results of CDE, SDA makes a decision whether or not the
drug registration application can be approved and issues
the Certificate of Drug Approval and drug approval num-
ber to the qualified applicant.

(5) It 1s necessary to inspect the drug sample and review
the drug’s proposed standard during the review. The drug’s
proposed standard review means to see whether the drug’s
mspection method is feasible and scientific and whether
the proposed index can control the drug quality. The
National Institute for the Control of Pharmaceutical and
Biological Products (NICPBP) is responsible for the drug
sample mspection and drug’s proposed standard review of
tmport drugs and biological products. The Provincial Insti-
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tutes are responsible for the drug sample inspection and
drug’s proposed standard review of new drugs, drugs stan-
dardized by the state and supplementary applications.

The Protection of the undisclosed trial data in drug
application ™,

The state protects the undisclosed trial and other data
obtained by the producer or distributor who have been
granted the production or distribution license of the drugs
containing a new chemical entity. It 1s prohibited to use the
undisclosed trial and other proprietary data for illegal com-
mercial purposes. Within six years after the drug manufac-
turer or distributor is granted the production or
distribution license of the drug containing a new chemical
entity, the drug regulatory authorities will not approve use
of the above-mentioned proprietary data to apply for the
production and distribution of the new chemical entity

unless with the permission of the licensee.

This is the commitment required to be honored in associa-
tion with China’s membership in WTO.

Intellectual Property Right on Pharmacentical!.

With China’s accession to WTO, patent protection for
pharmaceuticals assumes great importance within domes-
tic and foreign pharmaceutical community. Thus, the cur-
rent Provision for Drug Registration has added some new
items on intellectual property right protection for pharma-

ceuticals.

(1)The applicant should submit the patent information
and ownership certificate for the drug submitted for regis-
tration, or for the formula and technology used in the
research and manufacture of submitted drug, the guaran-
tee of not constituting an infringement, and the promise of

assuming all mfringement responsibilities.

(2)SDA allows the applicant to submit a drug registration
application under the patent protection, within the two
years of the patent deadline. This assists generic manufac-
turers to put their products on the market as soon as

patent expiry occuts.

How to submit a drug registration application.

When applying for drug registration the applicant should
submit the application to the Provincial Drug Administra-
tive Authority in his province, along with the related mate-
ral and drug sample for his province. When applying for

mmport drug registration, the applicant should submit the
application ditectly to the State Drug Administration.

When the new drug co-applicant comprise two or more
otganizations and these have addresses that are not in the
same province: (1) If only one of them 1s a pharmaceutical
manufacturing enterprise, the application should be sub-
mitted to the Provincial Drug Administrative Authority
where the pharmaceutical enterprise 1s located; (2) If two
ot more of them are pharmaceutical manufacturing enter-
prises, the application should be submitted to the provin-
cial  drug  admunistrative  authority  where  the
pharmaceutical manufacturing enterprise manufacturing
the preparation is located; (3) If none of them 1s pharma-
ceutical manufacturing enterprise, the application should
be submitted to the Provincial Drug Administrative
Authority where the final drug product will be manufac-

tured.

What materials should be submitted for application
51

When applying for a chemical drug import registration, the
foreign enterprise should submit the required materials
mcluding summary, pharmaceutical development studies,
animal pharmacology/toxicology studies and clinical stud-
tes. (The detailed information is listed in chart 2).

In addition, the applicant should file the following dos-
siers: (1) The verified documents for market access to the
country of origin of the drug, approved or recognized by
the government of that country or tegion if the drug has
been marketed If not, the documents can be submitted to
SDA along with clinical study teport after the clinical study
has been done in China; (2) The copy of the Certificate for
Foteign Firm’s Branch Permanently Located in China
when the applicant’s branch located in China filing the
application; or the copy of authorization, notarization and
the Business License of the China’s agency when the
China’s agency is authorized to submit the application; (3)
The patent information and ownership certificate of the
drug submitted for registration, or of the formula and
technology used in manufacture of the drug, and the guar-

antee of not constituting an infringement.
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Chart 2: Materials required for Submission.

Cat mgori as Contents
Surnary {1) The name of the drug:

{Z The obj ective and reasons for sel ecting the patient popul ation

(3) Avotal studes

{4) Crug nonograph

15 Specinmens of the |abeling and packaging proposed to be used for the drug
Frer recy (1) The summary of pharmecy study mterials;
Study {Z) Thematerid s concerning stud es end docurent s for the manuf actur i ng tectnd ogy of raw
Materimls raterial and the formil a and technol ogy of preparation

{3) The experimentd end document ery meteri d & for the corfi rrmti onof cherncal structure
and conponent s

{4) The experimental and decurentary material e for drug qualiltly studies;

{5 Thedraft and el enation of o ug speci fi cati ans and the supply of contrd |ed product
and the i nvestigati onal product;

{8 The inspection report of sanple;

(7) The sourcs and qulily standard of ecipents colorant, flavor, essence, or other
raterial used im the preparation;

{8 The experimental and documentary material s for drug stability stud es;

(%) Thebesisfo sd ectingendthequel ity stenderd for packagingmeteri a s and conta rer s
that corme in directly contact wth the drug

Permcologe | (1) The summary of meterial s for phermecol ogyl tox col ogy study;
tad od ogy {2) The experimental and documentary rateri ol s for phar maceuti col offi cacy study,
Study {3 The experimental and documentary meterial & for general pharmecol ogy study:

Matorials {4) The experimental and documentary rmateri ol 5 concerni ng scute todd ly stud esc

{5 The experimental and documentary nmteris s concerning | ong termt od o Uy stud es;

{6 Thermterials usedin trisd studes end docurents on specidl sef ety rd sled tothe
local and gener d edmini strati on especid |y hypersensitivity (locd . ganerd and
phot oel l er gv) . byl yai 5 and local (bl codvessel | shin, mucous renbr ence and nusd &
etc.) irritation;

{7} Thatrial andexperiments nsteri d 3 concer ni ng studi es of theint eracti on of potency,
tod dty and pherrscoki netics o multipdephermcd oged| y- activeingedentsin
conpld ax preparati on;

(8 The experimental and documentary materi al s about mul ageni city,

(%] The experimental end documentary melerial & about reproductive e ity

{10) The experimental and documentary meterial s sbout carci nogenicity;

{11} The experimental and docusrentary material 8 sbout drug dependence;

(12) The experimental and documentary materials for animil pher mecoki netics

Qiricd Suwdy| (1) The summry of rel ated domestic and foreign clinical study material s;

Materials {Z Theclinical trial theme as well as the investigational protocol ;

(3 The clincal investigator’ s munual ;

{4) The specinens of informed corsent formand the spproved carti ficate | ssued by the
Bhics Commttes

(5 The clincal study report.

Copies of all the above materials and dossiers should be
provided prepared or translated mto Chinese.

CONCLUSION

From the above introduction, we can conclude the current
Provision for Drug Registration has added many new
items such as the regulation on the qualification of drug
registration applicant, the classification of drug registration
application, the protection of the undisclosed trial data and
etc. Consequently, the new provision is more reasonable
and suitable for China’s entry into WTO and further guar-
antee that safe and effective drugs are available to the Chi-
nese people.
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