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1. Introduction: Importance of Pharmaceutical
Excipients

Drug Product=APl+excipients+packaging materials

In China, qualified pharmaceutical excipients are important for
dosage form performance and safety.

In China, 546 excipients have pharmaceutical use experience.
But only 270 monographs were published in CHP 2015. That
means many used excipients may not guarantee the dosage
form performance and safety.

In 2016, CFDA published new regulation of pharmaceutical
excipients based on China DMF filing, and final product
associated approval system. The new regulation replaced the
excipient itself registration system. The new system will
accelerate the use of GMP— manufactured excipients in both
NDA and ANDA, also in quality and therapeutical effects
identical evaluation researches.
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(PPMs) changed:

PPMs.

Regulation on API, Pharmaceutical excipients
(PEs), and Pharmaceutical packaging materials

. From separately registration to COMF and
review/approval with final product (FP).

. FP producer become the 1st duty charger of
choosing, auditing and approval of API, PEs,

Drug Administration Law, CFDA

The excipients and additives used in
the drugs and preparations.
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FDA

Inactive ingredients other than
API in the preparation.
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Any constituent of a medicinal product that
is not an active substance. Adjuvants,
stabilisers, Antimicrobial preservatives,
diluents, antioxidants are excipients.
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Definition of pharmaceutical excipients
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Ch.P 2015 edition

The excipients and additives used in the drugs and
preparations, which has been evaluated in terms of safety
in addition to the active ingredient or the precursor, and is
contained in the pharmaceutical preparation.
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Excipients play a critical role in the manufacture of medicines by
helping to preserve the efficacy, safety, and stability of active
pharmaceutical ingredients (APIs), and helping to ensure that
they deliver their promised benefits to patients. Optimal use of
excipients provides pharmaceutical manufacturers with drug
development cost-savings, enhanced functionality capability and
can also assist in drug formulation innovation.

Pharmaceutical excipients are substances other than
active substances contained in preparations, and
they are used to increase the utility of the active
substance(s) and preparation, to make formulation
process easier, to keep the product quality, to
improve the usability, and so forth.




and ICH Excipient Regulatory Systems

Comparison of Pharmaceutical Excipients Review & Approval System in China
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CFDA Regulation development process of excipients
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CFDA Regulation development process of excipients

4 years, 16 regulations
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China Food and Drug Administration Aug. 18, 2015
CFDA Released the Opinions on the Reform of Review & Approval System for
Drugs and Medical Devices ([2015] No.44)
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(14) Simplify the drug approval process and improve the drug re-registration system.
Implement the associated review and approval of the pharmaceuticals with the
pharmaceutical packaging materials and excipients. The separate approval of
pharmaceutical packaging materials and excipients shall be changed to the review and

approval with drugs.
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China Food and Drug Administration Aug. 10, 2016
CFDA Released the Announcement on Associated Review and Approval of Pharmaceutical
Packaging Materials and Pharmaceutical Excipients with Drugs ([2016] No.134)
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Approval System for Drugs and Medical Devices ([2016] No.44), the separate

review & approval with drugs in the application for registration of drugs.
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China Food and Drug Administration Oct. 8, 2017
The General Office of the CPC Central Committee and the General Office of the State
Council Printed and Issued the Opinions on Deepening the Reform of Review and Approval
System and Encouraging the Innovation of Drugs and Medical Devices ([2017] No.42)
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(12) Implement the review and approval of the pharmaceuticals with the pharmaceutical

raw materials and excipients and packaging materials.
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China Food and Drug Administration Nov. 30, 2017
CFDA Released the Announcement on Adjusting the Review & Approval Items of APIs,
Pharmaceutical Excipients and Pharmaceutical Packaging Materials ([2017] No.146)
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The separate review & approval for pharmaceutical excipients and pharmaceutical
packaging materials has been canceled. The review & approval of APIs, pharmaceutical
excipients and pharmaceutical packaging materials shall be dealt with together in the
application for registration of drug preparations.
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CFDA Released the Announcement on Adjusting the Review & Approval Items of APIs,
Pharmaceutical Excipients and Pharmaceutical Packaging Materials ([2017] No.146)
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It is showed that the application dossiers a Letter of Authorized Use provided by
the enterprise of APIs, pharmaceutical excipients and pharmaceutical packaging

materials.

Registration and Review & Approval Process of Pharmaceutical Excipients
Public Information

CDMF OF PPM and PE
1. Name of PPM and PE
Acceptance & Review 2. other name
Supplem'ented mmeeese——) eemeeee———— | 3 Registration number
Dossier Information is not Meet the
complete requirement
{ . B Review API Review Pharmaceua\ 1. APIs and
eview Preparation —) eview APIs ) Excipients and Packaging| Pharmaceutical
Technology Tech “|°|°EV Materials Technology Packaging Materials
v v v Review | S
: Variety
Defects Defects Defects Eencision 3.Registration number
I—) 4.Review&Approval
Supplemented Supplemented Supplemented State
Dossier Dossier Dossier Disapproved
! | 1. APls and
X ) . Pharmaceutical
Review /-.\Pls, Phar!'naceutlcal Excipients and Preparation review App.n.)val Packaging Materials
Packaging Materials Technology together disapproved Opln.lon Manufacturer
' Notice 2.Variety name
n - 3.Registration number
Preparation re\lnew approved \ 4.Mark registration
¥ Approved |number
APIs 1.High-risk Domectic Pharmaceutical Excipients and Packaging I e
On-site inspection Materials on-site inspection, registration inspection Technical Post-marketing
Sampling inspection 2.High-risk Imported Pharmaceutical Excipients and Packaging review
Materials registration inspection, on-site inspection as appropriate approved 3

3.0thers self-inspection, on-site inspection as appropriate
] Post-marketing

Preparation, APls, Pharmaceutical Excipients and Supplajme.n ted
N N N Application
Packaging Materials review approved




China Food and Drug Administration Jul. 24, 2018
CFDA Released the Opinions on the Announcement of Registration and Review & Approval
Items of APIs, Pharmaceutical Excipients and Pharmaceutical Packaging Materials
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To implement the policies set forth in the Opinions on Deepening the Review

and Approval System Reform and Encouraging the Drug and Medical Device

Innovation (CPC & SC [2017] No.42) and further improve the associated review
_ and approval of pharmaceutical excipients and packaging materials with drugs.
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China Food and Drug Administration Jul. 24, 2018
CFDA Released the Opinions on the Announcement of Registration and Review & Approval
Items of APIs, Pharmaceutical Excipients and Pharmaceutical Packaging Materials
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In the table, some sweetening agent, flavors, colorant, pH adjusters and other
pharmaceutical excipients used in preparations may not be registered
according to the requirements of Announcement No. 146.
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SUMMARY

1.

The New Regulation of PEs is CDMF and FP
review/approval system, significantly changed from
approving separately system.

. The change does not means loosen regulation. Only

duty changed to FP producer. The NMPA will have
more resources to on-site inspection and so on.

. NO filing, no use.
. Once filing, review and approval will based on FP-

associated process.

. LOA needed for the user to drug application.
. On-site inspection is a important step to make sure

the PPM and PE manufactured under GMP, and
guarantee the data integration.
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