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NATURE, vol. 561, 27 SEPTEMBER 2018

THE BIG PUSH FOR
CHINESE MEDICINE

For the first time, the World Health Organiz ation will recognize
traditional medicine in its influential global medical compendium.
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Agenda ‘r HSA

Health Sciences Authority

Updates on Licence Application to
Manufacture CPM products

» Overview on Manufacturer’s Licence statutory
and regulatory requirements

« Requirements for Responsible Persons named
in the Manufacturer’s Licence

« Requirements for contract testing laboratory
named in the Manufacturer’s Licence

* New selection (‘All Dosage Form’) available for
secondary packaging (assembly) activities

Microbiological Testing of CPM products and
GMP Requirements for Microbiological
Testing laboratory By Junaidi Abu

Questions & Answer
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Licence to Manufacture CPM products Rla
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THE STATUTES OF THE R‘LPUBLIC OF SINGAPORE

* Under section 6 of the Medicines Act,
a Manufacturer’s Licence must be
granted by HSA before a company
can manufacture CPM product for
commercial supply to local or

MEDICINES ACT overseas markets.

» Section 12(3) of the Medicines Act
prescribes the regulatory
requirements that must be fulfilled for
an application of Manufacturer’s
Licence

(CHAPTER 176)


https://sso.agc.gov.sg/Act/MA1975
https://www.hsa.gov.sg/chinese-proprietary-medicines/dealers-licence/overview

\4
Requirements for Application of Manufacturer’s ‘,\r HSA

Health Sciences Authority

Licence

Section 12 (3) - In dealing with an application for a manufacturer’s licence, the licensing

authority shall in particular take into consideration —

(a)
(b)
(c)

(d)

e)

the operations proposed to be carried out in pursuance of the licence;
the premises in which those operations are to be carried out;

the equipment which is or will be available on those premises for carrying out those
operations;

the qualifications of the persons under whose supervision those operations will be
carried out; and

the arrangements made or to be made for securing the safekeeping of, and the
maintenance of adequate records in respect of, medicinal products manufactured
or assembled in pursuance of the licence.


https://sso.agc.gov.sg/Act/MA1975
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Requirements for Application of Manufacturer’s ‘,r HSA
Licence

PHARMACEUTICAL INSPECTION CONVENTION

é@lws e e e
» The detalil interpretation of these requirements
are described in the principles and guidelines of s
GMP published in the PIC/S Guide to GMP

« When an application is received, HSA would

. . . GUIDE TO GOOD MANUFACTURING
conduct an inspection to assess if the PRACTICE FOR MEDICINAL PRODUCTS
manufacturing site has met the requirements PARTI

described in the GMP guidelines.
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https://picscheme.org/en/publications
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Licensing Conditions for Manufacturer’s ‘1’ HSA
Licence

A Manufacturer’s Licence holder would be subjected to licensing conditions prescribed in
section 3(4) and Fourth Schedule of the MEDICINES (LICENSING, STANDARD
PROVISIONS AND FEES) REGULATIONS

Section 3(4)
(b)  the provision that the holder of the licence shall seek the prior approval of the
licensing authority to deal with any medicinal product under his licence, and he shall,

= Licence holder must

within such time as the licensing authority may specify, provide such information and Carry out manufacturing
documents as may be required by the licensing authority;
(c)  the provision that the holder of the licence shall not manufacture, assemble, sell or Of CPM prOdUCtS
supply any medicinal product to which the licence relates unless — accordlng to the
i. the approval of the licensing authority to deal with that medicinal product under his manufactu ring

licence continues to be valid at the time of the manufacture, assembly, sale or . .
supply, as the case may be, of the medicinal product; and (mcludlng assembly)
ii. he complies with any written law applicable to the manufacture, assembly, sale or activities authorized in
supply, as the case may be, of the medicinal product; and the li
(d)  the provision that the holder of the licence shall inform the licensing authority of any € licence
decision to cease the manufacture or assembly of the medicinal product to which the
licence relates and shall state the reason for that decision.
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https://sso.agc.gov.sg/SL/MA1975-RG6?DocDate=20000131
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Licensing Conditions for Manufacturer’s ‘,r HSA
Licence

Fourth Schedule of the MEDICINES (LICENSING, STANDARD PROVISIONS
AND FEES) REGULATIONS

1. Company must provide and maintain all resources for carrying out the
manufacturing, including handling, storage and distribution operations

2. Must ensure that the products are tested and conformed to specifications

3. Must maintain documentation related to the manufacturing, storage, distribution
operations

4. Must provide information on the products and operations when requested by HSA

5. Holder must notify HSA if any change in name and address of the company and
licensed premises

6. Must inform HSA for changes to the licensed premises or operations

7. Must inform HSA if there is suspected product defect or report of adverse effect
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Licensing Conditions for Manufacturer’s ‘,r HSA
Licence

Fourth Schedule of the MEDICINES (LICENSING, STANDARD PROVISIONS
AND FEES) REGULATIONS

5. The holder of the licence shall carry out or cause to be carried out tests on the strength,
quality or purity of the medicinal products to ensure that the standard of the medicinal products
that he manufactures under his manufacturer’s licence is complied with.

5A. Where the holder of the licence does not carry out the tests referred to in paragraph 5
himself, he shall engage a testing laboratory that is approved by the licensing authority to
carry out the tests.

8.—(2) The holder of the licence shall inform the licensing authority of any change that he
proposes to make in any personnel named in his application form as respectively —

(a) responsible for supervising the production operations; or
(b) responsible for quality control of the medicinal products being manufactured or assembled.
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PRISM (Chinese proprietary

medicines)

The PRISM e-service gives users the convenience of
carrying out transactions with HSA, and to search for

related information online.

(= Make an application }23ZHi5 - apply@prism

E-services

€3

X

Apply for Chinese Proprietary Medicines product listing 3%

ARES ARtk

Apply to import Chinese Proprietary Medicines EBi&+ApEZ5

HLEHAR

Apply for licence to sell Chinese Proprietary Medicines by

User guide

Guide #oF 276
KB

Guide #oF 1048
KB

Guide eoF 1044

wholesale BiEhakZaith A AR KB

€3 Apply for licence to manufacture or assemble Chinese Guide Eof 385

Proprietary Medicines BiE Ak £9HhS a0 D Fra AR KB

€3  Apply for Chinese Proprietary Medicines import for re-export  Guide £t 140
approval BiE#F OFLUREEH ORGAZ A KB

€3 Apply for Good Manufacturing Practice Certificate 35 EGMP  Guide ¢ 1100
UE$ KB
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HSA | PRISM (Chinese
proprietary medicines)

>\

HSA,
‘ L

EW APPLICATION FOR A LICENCE TO
MANUFACTURE/ASSEMBLE CHINESE PROPRIETARY MEDICINE

(CPM)

For information and application for CRIS accou
CRIS, you can contact us at HSA_ CRIS@hS3.00V.50.

1. The online form is estimated to take an average of 15 minutes to fill in. The time taken varies
depending on the number and sizes of the file attachments, configurations of your computer and
network system, internet performance etc.

Please note that the time stated above excludes the preparatory work in relation to filling the
online form {2.0. scanning documents for file attachments).

2. You may need the following information/item(s) to fill the form:

Site Master File {This is a mandatory reguirement and scanned copy of the document can be
submitted as attachment to the application.} Please note that the Site Master File should be
prepared in accordance with the PIC/S Explanatory Motes for Pharmaceutical Manufacturers
on the Preparation of a Site Master File which is available from HSA website at
hitp: . hsa.gov.sa.

Certificate of Accreditation of the contract testing labaratary, if any

Letter of approval issued by the agency/institution that approves the use of the premises for
the manufacturing and storage of health products, if applicable

Details of the dosage forms and products manufactured andior assembled. Please also

indicate if your company is acting as a contractor acceptor (i.e. manufactures partiallyfwholky
for others) for these products.

3. The applicant will require a Corppass. before hefshe can login to PRISM to retrieve the application

form. A person who drafts an application on behalf of histher company and is not a Singaporean

CHP Industry Training Workshop 4 October 2021

7 HSA

Health Sciences Authority


https://www.hsa.gov.sg/e-services/prism/chinese-proprietary-medicines

Health Sciences Authority

)\
Requirements for Responsible Persons y L2

It is the responsibility of the senior management of the
company to provide adequate and appropriate
resources (human, financial, materials, facilities and

equipment) to implement and maintain the O the Head of Production, i.e. the
Pharmaceutical Quality System (PQS) and continually responsible person who has

improve its effectiveness. adequate knowledge of the
production activities and capable of

The Senior Management should appoint
Key Management Personnel including

PQ1001 APPLICATION FOR A LICENCE TO MANUFACTURE / ASSEMBLE CHINESE PROPRIETARY MEDICINES

Fill in the application form L. .
supervising the production
e — B e Y operations

< the Head of Quality Control, i.e. the
2; :"50"' '"c:::ep o _ Production/Assembly J Quality Operations responSIble person Who haS
adequate knowledge of quality
e operations and competent to

8.5 Experience: . .

— supervise all the quality control
L activities

| Jext| |
Ong Kang Teng CHP Industry Training Workshop 4 October 2021
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Requirements for Responsible Persons

Health Sciences Authority

“\fYH SA

« The heads of Production and Quality Control must be independent from each other, such
the quality department is able to perform their roles and responsibilities without any
controlling influence from the production.

« The head of Production generally has the following responsibilities:

(1)

To ensure that products are produced and stored according to the appropriate
documentation in order to obtain the required quality;

To approve the instructions relating to production operations and to ensure their strict
implementation;

To ensure that the production records are evaluated and signed by an authorised
person;

To ensure the qualification and maintenance of his department, premises and
equipment;

To ensure that the appropriate validations are done;

To ensure that the required initial and continuing training of his department personnel is
carried out and adapted according to need.



Health Sciences Authority

>\
Requirements for Responsible Persons y L2

The head of Quality Control generally has the following responsibilities:

() To approve or reject, as he/she sees fit, starting materials, packaging materials,
intermediate, bulk and finished products;

(i) To ensure that all necessary testing is carried out and the associated records
evaluated,;

(iii) To approve specifications, sampling instructions, test methods and other Quality
Control procedures;

(iv) To approve and monitor any contract analysts;

(v) To ensure the qualification and maintenance of his/her department, premises and
equipment;

(vi) To ensure that the appropriate validations are done;

(vii) To ensure that the required initial and continuing training of his department personnel
Is carried out and adapted according to need.

Ong Kang Teng CHP Industry Training Workshop 4 October 2021 12
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Health Sciences Authority

)\
Requirements for Responsible Persons y L2

The heads of Production and Quality Control Units, generally have some shared, or jointly exercised,
responsibilities relating to quality including in particular the design, effective implementation,
monitoring and maintenance of the Pharmaceutical Quality System (PQS).
= For more details see PIC/S GMP Part 1 section 2.9
The roles and responsibilities should be defined in their job description
The relevant education qualification and work experience of the responsible persons should be
described in their curriculum vitae
=include role and responsibilities at the specific site, a summary of training and competency
programme completed to demonstrate that they are able to use the PQS and make robust
decisions.
Responsible persons for production and quality operations should have practical experience in
production supervision or in quality control activities to ensure the quality of the products. Hence,
these two positions should be occupied by full-time personnel & normally have been working in the
company for some time.
The suitability of the responsible persons and competency in executing their responsibilities would
be assessed in details during the on-site inspection

13



Requirements for Contract Testing Laboratory

PQ1001 APPLICATION FOR A LICENCE TO MANUFACTURE / ASSEMBLE CHINESE PROPRIETARY MEDICINES

1. Company Particulars 4. Manufacturing/Assembly 7.Contract Testing 10. Supporting
2. Applicant Particulars  Particulars Laboratories Particular Attachments
3. Pharmaceutical 5. Warehouse Particulars

am
e Spedal Symbol
8. Personnel Particulars 1. Confirmation

Dosage Form 6. Other Products Manufactured in 9_Licence Duration -Ll
Same Premise Aftach Save

Fields marked with an asterisk * are mandatory

7. Contract Testing Laboratones Partuculars

Is a contract testing lab engaged? ®Yes (O No

7.1 Company Name : *

7.2 Type of analytical test performed

7.3 Are the contract testing laboratories
accredited to ISO/IEC 17025 or other
quality system standards?

7.4 If yes, please specify the standard
and scope of accreditation

7.5 Business Address

Yes J No

7.5.1 Address Type : ® Local Overseas

7.5.2 Postal Code :

7.5.3 Block /| House No 7.5.4 Level - Unit

7.5.5 Street Name
7.5.6 Building Name

7.5.7 Country SINGAPORE

F | Next | Reset

“\va SA

Health Sciences Authority

= Section 3(4) and Fourth Schedule
of the MEDICINES (LICENSING,
STANDARD PROVISIONS AND
FEES) REGULATIONS requires
manufacturer to also name the
contract testing laboratories
performing the outsourced testing
for the licensed manufacturers.

Ong Kang Teng CHP Industry Training Workshop 4 October 2021 14
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Requirements for Contract Testing Laboratory

« Contract laboratories only need to be named if they are undertaking the following testing for
CPM products:
O Microbiological and chemical/physical (e.g. heavy metals limits) testing of finished
products, i.e. final testing for the purposes of batch release;
O Stability testing of finished marketed products;
O In process control tests which are described in the product listing
» Any outsourced testing lab responsible for conducting quality control or product release
and/or regulatory testing for the listed finished product should be included in the
Manufacturer’s Licence.

« If part of the quality control or product tests is outsourced by contract testing laboratory is
subcontracted to a third party testing lab, this subcontracted testing lab involved in quality
control testing of the finished products should also be named in the Manufacturer’s Licence.

Ong Kang Teng CHP Industry Training Workshop 4 October 2021 15
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/
. . ‘\/ HSA
Requirements for Contract Testing Laboratory 1

Manufacturer’s Licence holders (contract givers) that wish to use a contract
laboratory (contract acceptor) must:

O Have a system in place to assess the suitability, competency and GMP compliance of proposed
contract laboratories prior to their use,

O Ensure that the contract laboratories used are appropriately managed with their PQS and listed
in their site master file

O The outsourced testing lab should agree and accept that the outsourced testing activities may
be subject to inspection by the regulatory authority.

O Update their respective licences to name the contract laboratory if the contract laboratory
meets the criteria and agree to be named in the licence

O Ensure that a written contract or Quality Agreement which describes the GMP responsibilities
of each party, including the scope of testing and type of tests covered by the agreement has
been put in place.

O Have a system of on-going supervision for the contract laboratories, including arrangements to
periodically formally re-assess compliance, based on risk

Ong Kang Teng CHP Industry Training Workshop 4 October 2021 16



PIC/S GMP Guide on Contract Testing ' HSA
Laboratory

CHAPTER T

QUTSOURCED ACTIVITIES

FRINCIFLE

Any acivEy oowered by the GMP Gulde that s cutsowrced should b= appropriabety
defired, agreed and confrolied In crder 1o avwold misunderstandings which couid
result In & prodect or operaSon of unsafsfactory qualty. Thene st b= a written
confract bebween the Contract Gheer and the Contract Acospeor which clearty
establishes the roles and responsibifties of e=ach party. The Phamaceubics
Cupilty System of the Contract Giver must dearly stabe the way Shat the
Agthorised Person cerifying sach babch of product for release exercises Risfher
Tull resporsibilty.

Feote: This Chamder doals with e resporsibifies of Manuiacireys ioward's the
Competss Repuatony fwthortics With nespedt 0 Me granting of markefing and
manwachurng authorisations. i Is nof indended i any way fe afec? e respeciive
Fabiity of Confract ACcepiors and Condrach Givers fo consumers; Mis Is gevemesd
Oy otfier crovicions of natona iaw.

GEMERAL

=l

"

Thene shouid be 3 wiiten confract covernng e oulsourced activibes, the
products or cperations owhich they are redabed, and any technical armangerments
maade In connection with &

Al arangements for B cutsouroed activities Inclading any proposed changes In
t=chnical or cffer amangements should be In accordance with regulations: In
foros, and e Blarkebng Asthorsation for the produd concemed, wihers
applicabie.

Where the Martefng Awthorsation holder and the manufacurer are Rot the
same, appropriste arangeTents should be in place, taking mes account b
principies described In this chaphber

THE CONTRACT GIVER

7.4 Thie Pharmaceatical Guailty Sysiem of the Confract Gher should nchude the
control and revies of any cutsourced activiEes. The Confract Gher s utimabety
responsibis fo SNsUre pROCESSeS are I piace o assare the control of cutsourosd
activites. Thesse processes should Incorporate guallty risk management
principies and rotably Include:

TA1 Frior o outsourcing actvities, the Contract Giver | responshbie for
azsessing e legailty, sultsbifty and the compatance of e Contract
FE DOS-1S (Part 1) - 45 - 1 Wy 2021

Ong Kang Teng

CHAPTER 6

QUALITY CONTROL

FPRINCIFLE

Thils chapter should b= read in conjuncion with al relevant sectons of Te SR
gubde.

Gaailty Control Is comoemed with sampling, specications and testing as well as
the organisation, documeniabion and releass procedures which ensure Fat the
necessary and relevant tests ane carmied cut, and Fat maienals are not relesed
for use, RO products released for saie or supply, untl their qualty has been
Judged satisfaciory. Qualky Control is ot confined o laboriory operabions, but
must be irvoived in all decisions which may concemn e qually of the product.
The independence of Qualty Confrol mom Production i considened fundamenta
io the satisfaciory cperation of Gualty Contro

GEMERAL

E.1 Each Folder of a manufacturing authorsation should have 3 Qualky Conbro
Department. This department should be Rdependent from other departments,
and under the autherfy of a person with appropriabe gquaMicaSons and
experience, who has one or several control laboratories at his disposal. Adeguate
rescarnes miust be avalabie o ersure that all the Qually Control armangements
are effectvely and reflabiy carmied ot

8.2 Thie principal dubies of the head of Qually Contol ars sumrarised in Chapier 2
Thie Qualty Confol Department as a wihsle wil also hawve other duties, such s
o establsh, waldats and implement all qualty control procedures, overses the
control of the reference andior retention samples of madenals and products when
applicabie, ensure e comect labeling of containers of materials and products,
ensurs the monhonng of the stabiity of the products, partidpate in the
Investigation of complaints reisted 1o the guailty of the product, stc. All ese
operations shoud be camied out In accordanos with writen procsdures ard
whiars necEssary, reconded

6.3 Finisfeed product assecsment should embrace all relevant faciors. Inchading
producion condiions, resuls of In-process esting, a meview of manefschirieg
(inchading packaging] documentafion, oomplance wih  Finlsked Produck
SpecHcation and examiration of the firal finlshed pack.

6.4 Qualty Contol personnel shoukd have acoess bo production areas for sampling
and InvesSgaton as appropriate.

FE 005-15 [Far ) ~38- 1 May 2021
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= For detailed guidelines
on the GMP
requirements for
managing of outsourced
testing, please refer to
the PIC/S GMP Guide
Part 1, especially
chapters 7, 6 and 1

17



Health Sciences Authority

Vs

Requirements for Contract Testing Laboratory

Important questions to ask:

1 Does this contract testing laboratory need to be named in the licence?

Is the contract laboratory involved in quality control testing of CPM
products ?

d Has the licence holder assessed if this contract laboratory is fit for
purpose?
O Is written contract or quality agreement with contract laboratory in place?

1 Is the contract laboratory aware that they have been named and may be
subject to inspection by HSA, where necessary?

Is the contract laboratory in agreement and aware of what is expected of
them?

Ong Kang Teng CHP Industry Training Workshop 4 October 2021 18
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V
Manufacturing activities authorized y HoA

Manufacture includes any or all processing steps carried out in the course of making the product,
but does not include dissolving or dispersing the product in, or diluting or mixing it with, some other
substance used as a vehicle for the purpose of administering it.

Primary packaging refers to placing and sealing of the product within the finished product
packaging material, which is in direct contact with the product.

Secondary packaging refers to labelling or enclosing the product, which is already sealed
within its primary packaging material, with an outer packaging material. Such activities could include:

» Affixing label to unlabelled container(s);

* Over-label / relabel, including printing of serial number or bar code;

* Placement of primary packaged products into unit carton;

* Re-cartoning which is specified in the Product Listing;

 Inclusion of package insert(s);

» Replacement of package insert(s);

» Change of pack size where multiple primary packs (e.g. blisters, sachets) are repackaged and

relabelled, which no changes made to the primary pack.



Manufacturing activities authorized

2.9 Approved Dosage Form
2.9.1 Manufacture :

2.9.2 Primary Assembly :
2.9.3 Secondary Assembly :

Capsules

Creams

Eye Drops

Gels

Granules (External Use)
Granules (Internal Use)

Liquid Preparations (External
Use)

Health Sciences Authority

“\fYH SA

1) Liquid Preparations (Internal Use Applicant should select

%; Izl:l)ljfders (Internal Use) the CPM product
1) Tea dosage forms for each
NIL proposed manufacturing
activities
Pessaries = Where secondary
Pills

packaging is authorised
In the licence, it is
understood to be
applied to all dosage
forms unless otherwise
specified.

Powders (External Use)
Powders (Internal Use)
Sachet (External Use)
Suppositories

Tablets



Manufacturing activities authorized

All Dosage Forms (Internal Use = All Dosage Forms (External Use

FR M AR EY) Fr 5 A FIEY)
Capsules Pessaries

Creams Pills

Eye Drops Powders (External Use)
Gels Powders (Internal Use)
Granules (External Use) Sachet (External Use)
Granules (Internal Use) Suppositories

Liquid Preparations (External Use) = Tablets
Liquid Preparations (Internal Use) @ Tea
Lozenges Ointments
Nose Drops Others

Paste, with or without adhesive
backing (External Use)

Health Sciences Authority

“\fYH SA

= New selection (‘All

Dosage Form’) is
more available for
secondary packaging
(assembly) activities

Manufacturer Licence
holder can select both
All Dosage Forms
(Internal Use Fr& M Ak
% %) and All Dosage
Forms (External Use
Fir8 5h R 35 2Y) for

secondary packaging



Health Sciences Authority

“\fYH SA

Manufacturing activities authorized

2.9 Approved Dosage Form
1) Liquid Preparations (Internal Use)

2.9.1 Manufacture : 2) Pills
3) Powders (Internal Use)
2.9.2 Primary Assembly : 1) Tea
2.9.3 Secondary Assembly : NIL <= Can be amended to ‘All Dosage Forms’

If the existing licensed manufacturer has already been authorised to manufacture specific
dosage forms all the way to its final packaging or has been authorised to do secondary
packaging of specific dosage forms for CPM products (e.g. above), the licence holder can
now submit amendment application (without on-site inspection) to update All Dosage
Forms (Internal Use FrE A ARFIEY) and All Dosage Forms (External Use prf 4 FB 51 )

for their authorised secondary packaging activities.



Health Sciences Authority

Vs

Manufacturing activities authorized

HEALTH I

AUS"F]]—%VR(%% = For more information on regulatory and

GMP requirements for secondary
packaging, please refer to
GUIDANCE ON SECONDARY

0¥ ey 2028 PACKAGING OF THERAPEUTIC AND
GUIDANCE FOR INDUSTRY MEDICINAL PRODUCTS

GUIDANCE ON SECONDARY PACKAGING OF
THERAPEUTIC AND MEDICINAL PRODUCTS

REGULATORY GUIDANCE

\/
‘,\' HSA
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https://www.hsa.gov.sg/docs/default-source/hprg-ald/guide-mqa-031.pdf?sfvrsn=497f1601_4

T hank you for your attention

GMP Unit

Audit and Licensing Division
Health Products Regulation Group
Health Sciences Authority

11 Biopolis Way, #11-03 Helios
Singapore 138667
www.hsa.gov.sg

Email: hsa_gmp@hsa.gov.sg
Website: www.hsa.gov.sg

Ong Kang Teng

Senior GMP Inspector

Audit & Licensing Division

Health Products Regulation Group

Email: Ong_kang_teng@hsa.gov.sg
Phone: 6866 3514
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