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SFDA Promulgated Annual Report on Drug Registration

Approval 2011

I. Drug Marketing Approvals

In 2011, a total of 718 applications for
drug registration were approved, including
644 domestic applications and 74 overseas
applications.

Among the 644 domestic applications, 569
are for chemicals, accounting for 88.4%;
50 for traditional Chinese medicines,
accounting for 7.8%; and 25 for biological
products, accounting for 3.8%.

From the perspective of registration
Categorization, of the domestic applications,
149 are for new drugs, accounting for 22.9%;
59 for change of dosage form, accounting
for 9.3%; 436 for generic drugs, accounting
for 67.7%. Compared with 2010, the number
of approved chemicals and generic drugs
reduced, while that of new drugs increased,
among which a total of 10 chemical drug
applications under Category 1.1 have been
approved, marking a significant increase
compared to 2009 and 2010.

I1. Approval for drug clinical research

In 2011, a total of 621 registration
applications have been approved for
clinical research. Among them there are
39 applications for registration of Category
1, and more than110 applications for
international multi-center clinical research.
The drugs approved for clinical trials cover
both the common diseases and frequent
diseases that take important positions in the
spectrum of disease in China, such as the

therapeutic drugs for cancer, cardiovascular
disease etc., and also the therapeutic drugs
for some rare diseases with significant
social influence. For those that meet the
requirements of Special Review Procedure
for New Drug Registration, review and
approval shall be conducted according to
special review and approval procedures to
expedite the process of drug research can
apply to those drugs

III. Acceptance of Registration
Applications

In 2011, the total number of the SFDA-
accepted new drug registration applications
amounts to 3620, and among them, there are
2913 domestic registration applications and
707 supplemental applications for imported
drugs. Among the 2913 domestic registration
applications, there are 1078 applications
for new drugs, accounting for 37.0%; 169
for changed dosage forms (5.8%); 1666 for
generics, accounting for 57.2%. Compared
to 2010, new registration applications
increased by 20%, the amount of new drug
application witnessed a slight increase, and
the applications for changed dosage forms
and generics increased by 34%.

IV. The approved varieties in important
therapeutic areas

1. Drugs in Urgent Clinical Demand

Ranibizumab Injection is a recombinant
antibody drug that inhibits endothelial
growth factors for the tre.latm,t?t‘gf age-
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Table 6. Acceptance of New Drug Registrations in 2011
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F1 24 Traditional Chinese Medicine 107 21 16 2 146
A 4%l fhBiological Products 86 3 2 65 156
&1t Total 2913 707 3620
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Note: The figures are counted according to acceptance numbers..
related macular degeneration (AMD), it is
one of the clinical urgently needed drugs.
In 2011, SFDA approved the import of this
drug to meet the medication needs of our
patients.

Idiopathic Pulmonary Fibrosis is a rare
disease with serious impact on lung
functions with unfavorable prognosis.
Currently there has been no effective
therapy. SFDA approved the production of
the first Pirfenidone capsule in 2011, so that
our patients have an effective treatment drug
at an early date.

To mitigate the supply shortage coagulation
blood products, SFDA approved the clinical
trials of recombinant human coagulation
factor VIII or IX fusion protein, to provide
opportunities for hemophiliacs to participate
in clinical medication and treatment.

2. Preventive Biological Products

SFDA approved the production of
recombinant human hepatitis E vaccine
developed indigenously in China. As the
world's first hepatitis E vaccine that has
been approved, this vaccine has provided for
prevention approaches for high-risk groups
in endemic regions of hepatitis E.

SFDA approved the Sabin strain inactivated
polio vaccine (IPV) developed indigenously
in China for Phase III clinical trial. The
vaccine has great significance for the
prevention of poliomyelitis-related cases
as a result of mutation and immune defects
as a secondary onset of oral live attenuated
poliomyelitis vaccine, and the elimination of
polio disease.

To effectively address to the threat of
foot and mouth disease to public health,
following the Phase I and II clinical trials of

enterovirus 71 (EV71) inactivated vaccine
applied by three domestic companies and
approved by special approval procedures
in 2010, under the SFDA collaborating
mechanism for clinical trials, SFDA
Center for Drug Evaluation provided
technical guidance in 2011 for the concrete
implementation of clinical trials, to
guarantee the steady, orderly and successful
conduct of the Phase III clinical trials.

3. Drug Use for Special Groups

SFDA approved the domestic manufacturing
and import product marketing of
hydrochloride donepezil orally disintegrating
tablet, which can address the problem of
medication compliance in patients with
Alzheimer’s disease and has considerable
effect to mitigating the progress of
Alzheimer’s disease.

4. Drugs for the Treatment of Rheumatoid
Arthritis and Osteoarthritis

At present, there are very few slow action
drugs for rheumatoid arthritis, and most of
them are off-label empirical drugs uses with
serious adverse reactions. SFDA approved
the first marketing of Iguratimod and
Imrecoxib tablet, and both of them China
has Proprietary IPRs and listed into the
support for major special projects of new
drug invention. Iguratimod tablets are for
the treatment of rheumatoid arthritis, with
slow-acting action mechanism and relatively
minor adverse reactions, which is expected
to mitigate the course of disease. Imrecoxib
tablet is non-steroidal anti-inflammatory
drug with analgesic effect by inhibiting the
cyclooxygenase (COX), and is used for the
mitigation of pains related to osteoarthritis.

5. Drugs for the Treatment of HIV Infections
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SFDA approved the manufacturing of
the first domestically made compound
preparation nevirapine, lamivudine and
stavudine tablets (II). The product is
a compound preparation for anti-HIV
treatment (adults and adolescents) with
reference to the WHO-recommended
treatment program of "stavudine or
zidovudine + lamivudine + nevirapine or
efavirenz”.

SFDA approved Zidovudine tablet and
Zidovudine-Lamivudine Tablet. Both are
classic Nucleoside Reverse Transcriptase
Inhibitors (NRTIs) recommended by WHO
and China's HIV/AIDS Treatment Guides as
first-tier standard anti-virus treatment, the
approval of their production will provide
more supply of AIDS therapeutic drugs,
which is consistent with national strategies
on disease control and prevention.

Based on the research results of preliminary
HIV/AIDS prevention, SFDA approved
the clinical trials of larger scale of AIDS
vaccine (DNA vaccine in combination
with recombinant lymph vaccine) for the
treatment of adult HIV/AIDS, to examine
the effects of the vaccine of inducing body
fluid and cell immunity in HIV-infected
patients, enhance specific immunity through
joint application with antiretroviral drugs,
and control viral replication.

6. Drugs for the Treatment of Hepatitis B

Tenofovir disoproxil fumarate tablet is one
of the internationally recognized nucleoside
(acid) analogues for the treatment of
hepatitis B. In 2011, SFDA approved the
clinical trials of this variety for hepatitis B
indications. In addition, SFDA approval the
Phase I clinical trial of tenofovir dipivoxil
fumarate tablet, which is not marketed
at home and abroad, for the treatment of
hepatitis B.

7. Drugs for the Treatment of Malaria

SFDA approved the production of first
domestically made Artesunate and
Amodiaquine Hydrochloride tablets. The
product is a first-choice antimalarial drug
designated by the Global Anti-malarial
Commission, WHO and other organizations,
and it can avoid resistance drop of anti-
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malarial drugs and contain drug resistance
of plasmodium, thereby it can control and
treatment of malaria more effectively.

8. Diuretics

SFDA approved the manufacturing of the
first domestically made tolvaptan tablet,
which is a arginine vasopressin V2 receptor
antagonist, through inhibition of the binding
of vasopressin and V2 receptor of kidney
collecting duct, it can promote the kidney
water discharge without increasing sodium
discharge, and significantly increase blood
sodium concentration for non-hypovolemic
hyponatremia caused by various reasons.

9. Anticoagulant

SFDA approved the manufacturing and
marketing of the first bivalirudin for
Injection, as direct thrombin inhibitor
(DTI), Bivalirudin exerts its inhibition
effect through specific binding with the
catalytic sites of free thrombomodulin
and thrombomodulin on thrombin and
with anion binding sites, which is used for
treatment of adult percutaneous coronary
intervention (PCI).

10. Drugs for the Treatment of Osteoporosis

SFDA approved the imports of teriparatide
injection. As the world's first marketed
human parathyroid hormone (PTH) (1-34)
biological product, Teriparatide injection
acts directly on osteoblast to stimulate bone
formation. It applies to the treatment of
osteoporosis of post-menopause women with
high risks of bone fracture, and it provides a
new therapeutic method for osteoporosis of
post- menopause women.

11. Drugs for the Treatment of Diabetes

SFDA approved the import of saxagliptin
tablet and liraglutide injection. Saxagliptin
tablet is a competitive inhibitor of
Dipeptidyl peptidase-4 (DPP4), which can
be used jointly with deltamine for further
improvement of the blood sugar control
for diabetes patients. Liraglutide injection
is a GLP-1 analogue biological agent first
marketed in China, which is characterized
by long-term effect, and can be administered
once per day. Both drugs stimulate the
secretion of insulin in glucose concentration-
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dependent mode with relatively low
incidence of low blood sugar, and they have
provided new treatments for Type II diabetes
patients.

12. Drugs for the Treatment of Mental
Illness

SFDA approved the import of Paliperidone
Palmitate Injection, which is the only
1-month long-term treatment preparation
among marketed mental illness drugs, it
helps to improve the schizophrenia patients’
clinical medication compliance and prevent
the recurrence of the disease. SFDA also
approved the import of Agomelatine tablet,
which is a new anti-depression drug, and
the study results show that the drug does
not hinder sleep structure and improves the
sleep of patients with depression to some
degree.

13. Antineoplastic Drugs

Currently, the treatment methods for
imatinib-resistant or imatinib-intolerant
chronic myelocytic leukemia are rather
limited. In 2011, SFDA approved the import
of dasatinib tablets for the treatment of
adult patients in chronic phase, accelerated
phase and blast phase (myeloid blast and
lymphocytic blast) of imatinib-resistant or
intolerant Philadelphia chromosome-positive
(Ph+) chronic myelocytic leukemia. It has
provided a new alternative after nilotinib for
patients with imatinib resistant and imatinib
intolerant chronic myelocytic leukemia.

14. Non-CFC Metered Dose Inhales (MDIs)

In accordance with the work plan on China’s
implementation of the Montreal Convention,

and the technical requirements for
alternative of inhaled aerosol propellants, to
accelerate the elimination of pharmaceutical
aerosols freon, SFDA approved the

manufacturing and clinical research of non-
CFC salbutamol sulphate MDIs, so as to
ensure that the supply of first-tier treatment
drugs for asthma and Chronic Obstructive
Pulmonary Diseases. At the same time,
SFDA approved the production of non-freon
Beclometasone Dipropionate Aerosol, to
promote work progress of China's phase-out
of CFC in pharmaceutical MDIs..

15. Traditional Chinese Medicine

According to Basic Technical Requirements
on the Research of Traditional Chinese
Medicine and Natural drug Injections,
SFDA approved after rigorous risk-benefit
evaluation the manufacturing of two TCM
injections with relatively clear material
basis, higher quality controllability and
effective injection positions. The other
approved TCM drugs mainly include:
drugs for symptoms improvement digestive
diseases (valerian extract capsules, Liansu
capsules, etc.), osteoarthritis and rheumatoid
symptom improvement drugs (Salvia
Tongluo ointment), enuresis in children
(pediatric Yima particles), ADHD (pediatric
Huanglong particles), prostatitis (Dan Yi
tablets, etc.), prostate hyperplasia (Lingze
tablets), mainly cold (Jingan capsule) and
other virus-infection self-limited diseases.

V. Measures on Enhancing Drug
Registration Administration

The year of 2011 marked the first year for
implementation of the National Drug Safety
"12th Five-Year Plan", drug registration
administration proactively implemented the
scientific concept of supervision, continued
to focus on improving the quality and
efficiency, laid emphasis on strengthening
the supervision of drug clinical trials
and registration administration, steadily
pushed forward the reform of institutional
mechanisms and laws and regulations,
comprehensively strengthened the whole
process management of pharmaceutical
researches, and constantly improved drug
standards administration.

1. Improve drug registration administration
regulations and the systems of technical
guidance principles

Further improve the systems of technical
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guidance principles. To strengthen the
management of Biosample Analysis of Drug
Clinical Trials, and improve the quality and
management level of data analysis of bio-
ample analysis data, SFDA promulgated the
"Management Guide for Biological Samples
Analysis Laboratory in Drug Clinical Trials
(Interim)". To scientifically regulate and
guide the research of TCM changed dosage
forms, and the clinical research of TCM
and natural medicine, SFDA promulgated
the "Technical Guideline for Marketing
Post-Approved Changes to TCM Products
(A)", "Technical Guidelines on Clinical
Research for the Treatment of Coronary
Disease & Angina Pectoris Using TCM and
Natural Drugs”, and "Technical Guidelines
on Clinical Research for Treatment of
Menopause Syndrome Using TCM and
Natural Drugs" and other guidelines.

Continuously regulate drug technical review.
SFDA released the “Review Principles
and Procedures, Specification for the
Administration of CDE’s Technical Review
Decision-Making Path and Specification
for the Administration of CDE’s Review
Tasks (trial) to clarify the decision-making
mechanism and models of technical review
to ensure the quality and efficiency of the
technical review.

2. Continuously promote scientific drug and
approval

E3. Zym BT LA RN
Figure 3. CDE's Organizational Chart

To further ensure the quality of review,
and increase review efficiency, SFDA has
adjusted the internal structure (see figure
3), innovative drugs and generic drugs shall
be reviewed by different departments; the
review models are improved, the review
procedures are determined according to
the Categories of review tasks and the
risk levels, drug registration applications
(including supplementary applications) shall
be reviewed in six channels. The time limit
for review of innovative drugs is further
shortened, the queuing time for approval of
clinical trials has been reduced from 9-10
months in the past to current 5-8 months,
and the review time for production approval
is 10-11 months in average. A professional
and the specialized review job title system
has been established to enhance the
responsibility of principal reviewers and the
review team, the review mistakes correction,
academic oversight and quality evaluation
mechanisms have been improved to further
ensure the quality of the review.

The scientific nature and fairness of technical
review has been continuously guaranteed
by major theme meetings, communication
meetings for innovative product, expert
consultation meetings, as well as third-party
verification, expert votes, etc. The disclosure
and transparency of the review is further
improved, we respect for the applicants’ and
the public's right to be informed and accept
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public supervision, the review schedules for
new registration application and publicize in
accordance with their different sequences;
public notifications have been made for
the review sequence of supplementary
information according to corresponding
review departments; in the review process,
relevant information has been made public,
including the information of the completion
of review by various disciplines, the target
review time for various principal reviewer
and reporters to fulfill review tasks, and
conference information related to review
activities, etc.

3.Enhance supervision and administration of
drug research

Up to now, a total of 2438 clinical
professions in 356 medical institutions of
China have passed the GCP certification. In
2011, SFDA collaborated with the Ministry
of Health completed the verification on
the qualification of 134 drug clinical trial
institutions, 51 problematic institutions
or professions have been ordered
for rectification or been disqualified,
which has given a strong impetus to the
implementation of drug GCP. We organized
and convened national drug clinical trial
quality management working conference,
clarified the regulatory philosophies and
work plans, intending to conduct Category-
based guidance and prioritized development
on the basis of the existing regulatory
practices, so that a number of drug clinical
trial institutions with advanced conditions
can come to the fore to assume the
important task of innovative drug research,
and a new professional and networked
work pattern shall be formed, which is
based on confirmatory clinical trial research
institutions , and guided by exploratory
clinical trial research institutions, in this
way we can provide a vigorous support for
the implementation of the 12th Five-year
Planning for major new drug inventions .

So far, a total of 46 non-clinical safety
evaluation institutions across the country
have passed the certification of “Good
Laboratory Practice (GLP) for Nonclinical
Research". Among them, four institutions
have applied and passed GLP inspection of

OECD member states, and two institutions
have received and passed U.S. FDA’s
GLP inspection, indicating that China's
drug safety evaluation capacity has
been internationally recognized, it is of
great importance for China to realize the
objectives of the national major new drug
inventions to enhance our level and the
launch of China’s innovative drugs in the
international market at an early date.

All provincial drug regulatory authorities
have continuously regulated and refined
the inspection requirements and strictly
controlled the quality of application dossiers
in the implementation of registration on-site
inspection. Some registration applications
with substandard application documents or
for substandard drugs have been rejected
or withdrawn actively by the enterprises
as required. In the manufacturing site
inspection, the feasibility inspection on
manufacturing processes is strengthened
and has played an important role in the
fight against dishonest research activities
and the maintenance of the order of drug
registration.

4. Conduct overseas manufacturing site
inspection for imported drugs for the first
time

To enhance the management of imported
drugs, fulfill the responsibilities under
Drug Administration Law, we drafted the
development of working procedures for
overseas manufacturing site of imported
drugs, and working schemes for pilot
programs of overseas inspection of Imported
drugs for 2011. Seven inspection groups
have been dispatched to seven countries
including the United States, France, Italy,
India, Hungary, South Korea, and Japan,
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to carry out overseas site inspection on
seven products such as Bevacizumab
injection, Dinoprost Injection, and
Gemcitabine Hydrochloride for Injection,
this has achieved a breakthrough in
overseas inspection of imported drugs,
fully demonstrated SFDA’s confidence and
strength as “gatekeepers and contributors
for drug safety of the people", and also laid
a foundation to strengthen the regulatory
capacity building and carry out international
regulatory cooperation.

VI. Future Prospects

In recent years, with the rapid development
of the pharmaceutical industry and
the rapid improvement of new drug
research capabilities, drug registration
administration cannot fully meet the
expectations and demands of the society,
the existing problems are manifested in the
incompatibility of service capabilities with
innovation needs, the incompatibility of
review & approval strategies with innovation
incentive policies, the incompatibility of
institutional mechanisms with the targets of
quality and efficiency improvement, and the
incompatibility of the level of drug quality
standards with public expectations etc. In
2012, according to the overall arrangements
on thel2th Five-year Planning for National
Drug Safety", SFDA will concentrate on the
following three areas of work:

(A) Creating a scientific drug registration
administration system to further improve
the quality and efficiency of drug review
and approval. Taking into account the
national and provincial two-tier registration
administration system currently practiced in
China, we will adjust the review & approval
strategies and staffing, optimize the top-
level design and management process,
strengthening the supervision of clinical
trials, improving information management
systems and decision-making management
mechanisms to ensure that innovative drugs
and generics in urgent clinical demand can
be reviewed in time, and an effective work
pattern shall be formed, featuring clear
responsibilities of the state and provincial
regulatory departments, consistency of
rights and responsibilities, mutual assistance

8 CHINA PHARMACEUTICAL NEWSLETTER

and complementation.

First, adjust the review strategies, and
establish a policy orientation that encourages
innovation and advancement. Priorities
shall be set to implement priority review
policy, the limited review & approval
resources shall be prioritized for innovative
drugs, major new drug invention, generics
that are in short supply or urgent clinical
demand and other priority areas and key
projects to ensure the public’s accessibility
to affordable drugs. A drug marketing
evaluation system shall be explored and
established, and restrictive policy and
measures shall be researched and applied
to applications for drug varieties that have
been produced by many manufacturers and
therefore saturated, to guide the enterprises
for rational application.

Second, adjust the administrative powers of
drug registration administration. Rationally
defining the administrative powers
of the central & local authorities, the
administrative review & technical review,
and take full advantage of human resources
and technical capacity of provincial food and
drug administration, authorize provincial
food and drug administration departments
with adequate qualifications and conditions
to assume the responsibility of review
and approval of some drug registration
applications, and gradually establish an
administrative pattern that integrates the
SFDA central review with the auxiliary
review carried out by regional centers for
drug evaluation under state control.

(B) Comprehensively improving the quality
of generic drugs and ensuring public drug
use safety. Taking as the general guideline
the integration of improvements with
phasing out, government leadership with
enterprise initiatives, and overall planning
with prioritized promotion, focus on basic
drugs and common clinical products, carry
out consistency evaluation of the quality
of generic drugs, promote the constant
improvement of generic drug quality,
and promote product upgrade. Drugs that
meet quality compatibility requirements
shall enjoy preferential policies in bidding
procurement, pricing and other aspects, and
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drugs that fail to meet the standards shall be
phased out;

(C) Strengthening infrastructure
development, and improving service
capabilities. Vigorously strengthen team

building, establish a professional and
specialized drug registration manager
with good attitude, perseverance and
competencies covering e review, inspection
and testing. Accelerate the development
of IT application for drug standards
information system, to realize the
automation and networking of drug standard
query, search, publication, analysis, research
of management works, and improve the
quality and efficiency of the standard
administration.

We welcome the continuous attention and
support from all public circles for our drug
registration administration.

(2012-09-27)

SFDA Joined hands with Goso to construct an
authoritative drug information inquiry platform: "Drug

Safety, Jike Easy" product series on-line

On September 26, 2012, the SFDA-Goso
Strategic Cooperation & "Drug Safety, Jike
Easy" On-Line Product Release Ceremony
was held in Beijing, which marked the
debut of search engine technology in the
field of drug information through SFDA-
Goso collaboration. SFDA Commissioner
Yin Li, Deputy Commissioner Sun Xianze,
Deputy Editor-In-Chief of People's Daily,
Chairman of Goso and other representatives
attended the ceremony. With mutual
witness of the two sides, the SFDA-Goso
Jike Pharmaceutical Web Search Platform,
Official Black List, Pharmaceutical Aides

and other products become online, an
authoritative drug information inquiry

platform has been established for the
public.

(2012-09-27)

Center for Drug Evaluation issued the “Relevant
Instructions for Separate Sequential Review of Varieties

Applied in CTD Format"

On September 25, 2010, the State Food
and Drug Administration issued the
"Notice on Relevant Issues Concerning the
Requirements on Application Dossiers in
CTD Format for Pharmaceutical Chemicals
(SFDA Department of Drug Registration
[2010] No.387)" (hereinafter referred
to as "Notice"), in order to improve the
quality and level of drug R & D of China

to be in line with international practice.
The Notice requires that the technology
and evaluation department review the
registration applications submitted in CTD
format separately in sequence to encourage
submission of application materials in
CTD format. To effectively implement
the requirements of the Notice, CDE
recently began to review the registration
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applications submitted in CTD format
separately in sequence on the basis of
actively carrying out various tasks, and
elaborated relevant issues on September 27,
2012 as follows:

1. In accordance with the requirements
of the Notice, CDE has listed into
separate CTD sequence the varieties
of Registered Classification 5&6
(including 3+5, 3+6, excluding
varieties with monitoring period after
production approval) that have applied
for production and submitted the CTD-
formatted application dossiers + CTD-
formatted primary research information
summary table (incl. electronic
version), and CDE has reviewed the
applications in sequence of their
submission time, the review plan shall
be published in the CDE website.
In light of the requirements of the
Provisions for Drug Registration, the
approved registration for classification
3 & 4 varieties shall enter into the
monitoring period, after which other
applicants’ applications for similar
varieties that have been accepted but
not yet approved for drug clinical trials
shall be rejected. Therefore, in order
to maintain the consistency of review
progress for registered classification
3 & 4 varieties, applications for both
types shall not be included in the
separate CTD sequence.

2. To ensure that China’s drug registration

(To continue)

Q7: Our chemicals class III ordinary
injection is applying for the clinical phase,
the research unit is an Institute, and the
sample batches for registration are produced
in a production enterprise. Since the APIs
of this variety do not belong to injection
levels, we will complete relevant studies in
accordance with the requirements of the No.
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really keep abreast with international
standards, CDE encourages the
application and research carried out in
accordance with the R&D concept and
technical requirements embodied in the
CTD format; and shall not approve the
following applications: those which
have not been carried out in accordance
with the R&D concept and technical
requirements embodied in the CTD
format, those whose production process
research, impurities research and other
aspects have serious defects, those
whose quality control system has no
adequate supportive research data, such
as the failure to conduct as required
the impurity comparative studies
with the products of original R & D
plants, and the failure to conduct the
research and control of toxic impurities
or degradation products that shall
be definitely controlled according to
Pharmacopoeias at home and abroad. In
these cases, the applicants can reapply
after improvement. The technical
standards shall be consistent, be it
registration application in CTD format
or Annex-2 format.

CDE shall continue to sum up the
common problems found in the review
of the application dossiers submitted in
CTD format and publish this information
on its website in the form of electronic
publications, for the applicants’ attention.

(2012-09-27)

Q &A Center for Drug Evaluation Replies Common
‘njl_gg{ Questions for New Drugs
| =]

7 Document, but the problem is that where
can we prepare the APIs?

1. Does it need to be conducted in GMP
workshop?

2. Whether the research units can prepare
the APIs in the laboratories (with sterile
rooms with local cleanness class 100 and
room cleanness below class 10,000)?
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3. The enterprise for drug preparation
currently has no GMP workshops for
APIs, but will the workshops meeting the
GMP requirements do?

4. Can the preparation of APIs be entrusted
to the enterprises with GMP workshops?

A: The relevant researches of oral APIs
for injection shall be subject to the
requirements of the notice on Promulgating
the basic technical requirements for
chemical injection and multi-component
biochemicals injection (SFDA Department
of Drug Registration [2008] No. 7), the
preparation of pilot scale-up samples is
recommended to be conducted in API n
workshops in accordance with the GMP
requirements. If the R & D institutions
do not have the production capacity, it is
recommended to communicate as soon as
possible with the transferor of technology
(future production units), and conduct pilot
scale-up research in the production units
while applying for the clinical phase.

To avoid damage to the clinical subjects,
the applicant should be highly concerned
about the environmental conditions for
the production of APIs and injections, and
strictly abide by the requirements of drug
GMP.

Q 8: We are developing a compound
preparation, one compound is made into
small tablets, another compound is made
into tiny pellets, the small tablets and
pellets shall be put in the same capsule,
since they can be easily separated, when we
establish quality standards, can we separate
the small tablets and pellets for separate
determination of the substance and content?

A: If the compound preparation applies
to the dosage forms specified in the R&D
issues, it is theoretically feasible to separate

the small tablets and pellets in terms only
of relevant substance testing and contents
determination, but in the actual practice,
close attention should be paid to the
convenience of separation and the accuracy
of the measurement results, therefore
the application material should provide
supportive research data to ensure accurate
quantification.

Q 9: The APIs have a process impurity A,
the quality of which has been controlled in
the release standard of the APIs, the APIs
and formulation stability test results have
shown that this process impurities will
not change, our question is that whether
this process impurity A needs only to
be quantified in the preparation quality
standards without a separate report? That
is: whether it can be excluded from the
total impurity in the preparation quality
standards?

A: Drug impurities can be divided
according to the source into process
impurities and degradation products, in
accordance with the impurities technical
research guidelines, the process impurities
and degradation products of APIs should
be studied and controlled in accordance
with the preparation process and product
structural characteristics; while for
preparations, under normal circumstances,
we only need to study and control the
degradation products in accordance with the
formulation process and API compatibility
test etc. In other words, except for the
degradation products and toxic substances,
the impurities, which are controlled in the
API quality standard and have not changed
in the preparation production process and
storage, no longer need to be controlled.

As has been stated in this question, impurity
A is a process impurity that has been
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controlled in the API quality standard, if
impurity A belongs to general impurities,
then it needs not to be controlled in the
preparation quality standards, and needs
not to be included in the calculation of the
total amount of degradation products. But
what needs to be emphasized is that, if
impurity A is a special toxic impurity or an
impurity with a suspicious structure, such as
genotoxic impurity, it needs to be controlled

in the preparation quality standards.

In summary, the quality standards of
preparations should include the test items
of the following degradation products: each
specific identified degradation product, each
specific unidentified degradation product,
any non-specific degradation product
with concentration not greater than the
identification limit, and the total amount of

degradation products. (August 12,2012)

China Center for Pharmaceutical International Exchange (CCPIE)

o E =2 E R 32 i s
Address:

#B%% . 100082

Tel: 010-8221 2866

Fax: 010-8221 2857
Email: Ipx@ccpie.org
Website: www.ccpie.org

12 CHINA PHARMACEUTICAL NEWSLETTER

Room 1106, 11th Floor, Office Building B, Maples International Center,
No. 32, Xizhimen North Street, Haidian District, Beijing, 100082, P.R.C.
FEIEEHEEXAEIIEAER2SHERFHLUBES F#11E1106%

B HR#ATES METEERTVNLE
N, AFHEEFHITEER. EFRRI[
= WRFAARKRSURRIAF RS
MEY ARG, LLMBERSHEAR, WEKEHE
TEHIF AR T U=,

St EHFIRERETEEEUT
BE@FMREDR. BMEEN. CEEERN
PR, BMEBEN. REEMNERS
Y, EEAKRTEEREN IR ERRB™
Y, B EE. (20124E8 F 128 )

Notes: * All Chinese information in Newsletter extracted from Newspapers and Internet.
All English articles are the translations from the Chinese version.

* Read the electronic version of the newsletter please visit http://www.ccpie.org

# .+ Newslettertf A f SC(H B B HRCR K M2, 8309 R P SCRliE,

o i JiiNewsletter 5]

i B 57 W 3k http:// www.cepie.org

Servier (Tianjin) Pharmaceutical Co., Ltd.
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Address: 6 Floor, West Building, World Financial Center, No.1, East 3rd
Ring Middle Road, Chaoyang District, 100020 Beijing, China
ERTHAXR=F 1 SHER SR FO AR

BRBIZRAG . 100020

Tel: 010-6561 0341
Fax: 010-6561 0348

E-mail: julie.zhang@cn.netgrs.com
Website: www.servier.com.cn




