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Welcome | How to Submit an Effective Good Manufacturing Practice
(GMP) Clearance Application

» This webinar is being recorded

« Slides will be made available on the TGA website

* To ask a question, use the message feature on the left of the screen
— Messages will only be visible to the moderator and speaker

— Questions will be answered at the end of the presentation

* Relevant links will be posted in the message box (below)

 Live polls will be conducted throughout this event.

Difficulties hearing sound from your computer? Please feel free to listen to the event via your telephone:
1. Dial 1800 896 323

2. Enter Pass Code 1330247191
3. If difficulties still continue please contact Redback services for support on 1800 733 416
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GMP clearances - Background

» Good Manufacturing Practice (GMP) Clearances are used to verify
that overseas manufacturing sites comply with the principles of GMP
for products being supplied to the Australian market.

e Sponsors are required to obtain GMP clearances for overseas
manufacturers to register or list their products on the Australian
Register of Therapeutic Goods (ARTG).

— Itis the sponsor’s responsibility to maintain the currency and
accuracy of the GMP clearance.

* Two desk top GMP clearance pathways are available

— Mutual Recognition Agreement (MRA) pathway

— Compliance Verification (CV) pathway

How to Submit an Effective GMP Clearance Application
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What is an effective application?

The application is complete and contains all relevant
information

« Appropriate fees have been paid (no additional
invoices need to be raised)

« The correct application scope has been selected.
« All required evidence is submitted

« Effective applications progress through the receipting
and assessment process without having a stop clock
applied (status ‘with manufacturer’).

How to Submit an Effective GMP Clearance Application
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Mutual benefits of submitting an effective application

Industry TGA
Avoid unnecessary delays with your application * Reduction of manual invoicing
— Payments can be processed effectively * Reduce risk of impact to registrations
— Receipting process more efficient * Reallocate resources for process

May reduce processing times Improvements

Maintain the original GMP clearance number * Reduce number of ‘not
_ _ iIssued’ clearances

Avoid the need to update your ARTG entries

Prevent validation issues with the regulatory submission system

Get the maximum clearance validity (where possible)

Clearance scope not reduced

Save money

How to Submit an Effective GMP Clearance Application
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Submitting a GMP clearance application

 New or variation applications may be
submitted

« By submitting variation applications for
manufacturing sites, where an active
clearance is already held, the original
clearance number is retained.

How to Submit an Effective GMP Clearance Application

New Application

First time applying for a
clearance for a
manufacturing site

Variation application

(when an active clearance is held)

Renew the clearance

Make a change

e Vary the scope (increase or
decrease)

« Update the manufacturer details
(name and address changes)

e Vary sponsor or agents details

Request an extension

Request cancellation
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Submitting a New GMP Clearance Application

To create a new application:

* Login into the TGA Business Services portal

a) Click Applications

then

b) select Clearance Application

How to Submit an Effective GMP Clearance Application

—

—

IE?; Applications - | E Documents ~

Annual Charge Exemption
Notification and Declaration

Manufacturers
Certification Application

k;Jeara nce Application

Declaration
Licence Application

Prescription Medicine
Pre-Submission

Single Medicine Application
Composite Pack Application
Submission

Biologicals
Biological Application
Submission

Medical Device
Device/OTG Application
Class HIFAIMD Variation
Class 1-3 In-house VD
Motification
Manufacturer Evidence
Conformity Assessment
WD Variation

Request Change
GMDN Help

Medical Device Incigdent
Reporting

& Your TGA -

Listed Medicine
General Listing
Compaosite Pack
Code Stock

Medicine Kit

Change Multiple Current
Listings

Listed Medicine Label
Checidist

Submission
Welcome Page

Regulatory Actions
Sponsor Canceliation



Selecting the application type

New clearance applications

« The application type determines what & Applicalion Type

information is required for your application. MRA
TGA GMP Ceificate
= Non-Sterile AP
] ] ] ] Client Details I Ewvidence l AP - Non-Sterile Finished Product
After an application is submitted the = - Sterile / Biotech AP
. . : - Sterile / Biotech Finished Product
application type cannot be changed. Applicant Name - Contract Testing Laboratory

- Contract Steriliser

Client Id

If the incorrect application type is selected:
& — Your application may be delayed

— You may need to submit a new
application and pay the applicable fees.

How to Submit an Effective GMP Clearance Application
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Selecting the manufacturer name

New GMP clearance applications
* Thoroughly check the manufacturers in the system prior to requesting a new manufacturer.
—  Check the name and address

— Consider if any recent changes to the company name and address have occurred as this may impact
the entries in the system.

= |f a company's name or address details have changed and only the old manufacturer details display
In the system, you can select the existing entry, submit evidence and request an update as part of
the new application. |

D Eisting Manufaciurer =] MIS Scarch — Webpage Diaiog | |
= New manufacturer entries can be created however |- v e = | SRS
please contact us before making this request. T | =]
e e |
When duplicate manufacturing site entries are e 2
ﬁ created this can extend processing times and
may require significant updates to your ARTG v
entries. o =

How to Submit an Effective GMP Clearance Application
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Selecting the application scope

New clearance applications APl scope

» Selecting the scope of the application determines S O O Sterle/Biotech ® Nor-sretle O terle/Botech & Nor-Sterle
what information is required.

° Optlons are: [[] paracetamsl Rctive material manufacture
— API (Active Pharmaceutical Ingredients)
— Product (dosage form) Product (dosage form)

o Separate applications need to be submitted for T
APl and finished pl’OdUCt SCOPES.

steps/Multiple Tablets

If an application is submitted with the incorrect e e

Multiple

manufacturing scluticm

scope in relation to API versus Product, the i
application cannot be amended to the other.

How to Submit an Effective GMP Clearance Application
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Submitting a variation application

« To create a variation application:

« Log into TGA Business Services portal, (& Aooicatons - [ Documents - IEEREEEEGR ‘
a) Click Your TGA, ===

Current ARTG Entres
& Welcome

Consumer Medcine and Product Information
Class 1-3 In-house VD Notifications

Kanutacturer Infermation

b) select Manufacturer What would you like to do to

Information
Manufacturer Information
c) Filter clearances e g
using ‘CL’ and select — e | V[ 3 =
relevant clearance ER oy e Do
B plo it 41 R WLHECL- 20M8.05.98  2a0gay

TG AL_-EL:;;;:_E:.«; Clearance / d) select Vary application from the menu bar at the

top of your GMP clearance

Close View Entire App Vary Application Home

10
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Maintenance of active GMP clearances

Variation Applications

* |f you hold an active clearance, submit a variation application

rather than a new application.

o o ] ] ] Status:
* By submitting variation applications a temporary number is e

iIssued (this is an ‘in process’ number) for the application: Original Tracking Number:
Application Type:

— Revert to the original tracking number MI-20xx-CL-XxxxX-1

— Avoid the need to update ARTG entries

* You can only submit variation applications for clearances up
to 30 days past expiry, after this you will not be able to vary
via the TGA Business Service Portal.

How to Submit an Effective GMP Clearance Application

Active

MI-2022-C1L-01234-1
MI-2019-CL-99999-1

CV - Mon-Sterile Finished Product

11
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Tracking numbers

* When an application is submitted it will only have one tracking number
E.g. MI-2017-CL-XXXXX-1

 When a renewal application is submitted, it will have two numbers, the original tracking number and the
temporary tracking number associated with the application
E.g. MI-2017-CL-XXXXX-1 (original tracking number)

MI-2019-CL-YYYYY-1 (temporary tracking number for variation application)

« After the application has been approved, the temporary tracking number will disappear from your view and
you will only be able to see the original tracking number associated with the clearance and ARTG entry for
the manufacturing site

E.g. MI-2017-CL-XXXXX-1

12
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Application scope

» The sponsor is responsible for determining the scope of
the GMP clearance.

* Ensure the application scope — dosage forms and steps
of manufacture are covered by the supporting evidence
to be submitted with the application.

e Consider the validation rules of the relevant regulatory
submission system when selecting the scope.

 If you have gquestions about whether you require a GMP
clearance or if it aligns with the registration or listing
requirements you should contact the relevant regulatory
area of TGA prior to submitting an application.

Incorrect scope selections may lead to issues with
product registration and listing activities.

How to Submit an Effective GMP Clearance Application

* Application Type: CV - Non-Sterile Finished Product ™

a Manufacturing tem -- Webpage Dialog

Select APl or Product using the radio buttons - You will need to submit &
(AP1) and finished products, even ifthe evidence is applicable to both.

Ensure thatthe AP or finished product details (dosage form, manufacty)
provided with the application and align with the details related to the praf)
area prior to submitting a GMP clearance application if you are unsure

O APl ® Product

* Manufacturing Type:
* Sterility:

* Manufacturing Class:
* Dosage Form:

* Product Code:

* Manufacturing Step:

Product Details
Manufacturer Types Sterility Manufacturing Class

13
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Evidence and payment of fees

* There are a number of mandatory questions in
the evidence tab which determine the type of

evidence required. It is also where fees are
determined.

Client Details | APUProduct Details | Evidence [ Declaration

* |5 this GMP Clearance application related to a product listing/registration submission or () ves () No
variation of an Australian Register of Therapeutic Goods (ARTG) entry?

* |5 this a Compliance Verification Assessment? OYes U Nao
* |n the Evidence to be provided are you using a Letter of Access to Clearance or CO¥es (O No
Ewidence?

14
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Registration/Listing and ARTG Updates

 |f the application relates to a registration/listing or
an ARTG update (variation to an existing entry),
please provide the relevant information including:

— Milestone date details (for new submissions)
— Product submission number (if known)

= |f there is insufficient space to include the
response please submit a cover letter with
the submission details

* This information assists to effectively process
applications

How to Submit an Effective GMP Clearance Application

Client Details API/Product Details Evidence Fees and Payments Declaration

* |5 this GMP Clearance application related to a product listing/registration submission or (@ ves () No
variation of an Australian Register of Therapeutic Goods (ARTG) entry?
* Submission Type:

D
Prescription Medicine - Cat 2
Prescription Medicine - Cat 3 I

Product submission number:

* |5 this a Compliance Verification Assessment? OTC medicine -
Complementary medicine
* |n the Evidence to be provided are you using a Letter of Access to Clearance or Biological

Evidence?

Client Details | API/Product Details | Evidence || Declaration |

* |5 this GMP Clearance application related to a product listing/registration submission or (®yes () No
variation of an Australian Register of Therapeutic Goods (ARTG) entry?
* Submission Type:

|F'rescripti0n Medicine - Cat 1 ﬂ

Product submission number: |PM-2[JX)(—X)GGD(—X—X |

* |5 this a Compliance Verification Assessment? ®ves ONo

* |n the Evidence to be provided are you using a Letter of Access to Clearance or OYes ®HNo

Evidence?
15
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Is this a Compliance Verification (CV) application?

° I.I: the appllcatlon |S a CV appllcatlon you mUSt Client Details I API/Product Details I Evidence I Fees and Payments I Declaration |
(et .. . ’ — o
SeIeCt yeS to the queStlon IS thls a Comp“ance * |5 this GMP Clearance application related to a product listing/registration submission or () yes @ No
Ver|f|Cat|0n assessment so the appropna‘te fee variation of an Australian Register of Therapeutic Goods (ARTG) entry?
|S I’alsed * |5 this a Compliance Verification Assessment? ®Yes (Mo
* |n the Evidence to be provided are you using a Letter of Access to Clearance or O ¥as @M
Evidence?
If you do not select ‘YES' to this question
and it is a CV application, the application will
be delayed until the fee is paid. * Is this a Compliance Verification Assessment? OYes ONo

16
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Evidence: Letter of Access (LoA)

* |If you intend to use a Letter of Access (LoA) to a
Clearance or evidence, please ensure the evidence Client Details | APUProduct Details | Evidence | Declaration |

or the clearance scope is identical or greater thanthe RS

appllcatlon belng Smeltted . * |5 this GMP Clearance application related to a product listing/registration submission or (@ vas () No
variation of an Australian Register of Therapeutic Goods (ARTG) entry?
. . * Submission Type: |F‘rescriptinn Medicine - Cat 1 ﬂ
* The type of LoA should be defined in the Letter of T PV 20000000 |
Access from the other sponsor or manufacturer: # Is this a Compliznce Verfication Assessment? Oves ®No
. . . * |n the Evidence to be provided are you using a Letter of Access to Clearance or ®Yes Mo
LoA to evidence (glther a manufactu.rer or sponsor grants Eidence?
another sponsor permission to access evidence they have

previously submitted for another GMP clearance application)

— LoA to clearance (a sponsor grants another sponsor

|1E Letter of Access to Clearance |Up||:|ad Evidence V| [

permission to use their GMP clearance as primary evidence
where the scope of the application is identical or smaller)

If the scope of the reference evidence or

A LoA can only reference a clearance that has
clearance does not cover the scope of the : .
o o . been issued based on full assessment of evidence
application, the application scope will be amended

or a clearance will not be issued. and not from a clearance issued using a LoA.

How to Submit an Effective GMP Clearance Application
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CV applications with US FDA evidence

* For sponsors using US FDA evidence to support

CV applications you must select TGA to obtain
G M P Certlflcate * | 1 Current GMP Certificate

< TGA to obtain GMP Cerlificaie
p Ul

Manufacturer to Provide

LOA to Clearance

LOA to Evidence

Submit Paper Copy

Do not upload the front page of the

Establishment Inspection Report (EIR) as this

will cause delay. TGA to obtain GMP Certificate

Please note, by choosing this option a fee for obtaining evidence from an overseas regulatory authority will be charged

* Select who TGA to liaise with:  |USA - Food & Drug Administration [»]

* Enter the Last Inspection Date: 02/08/2018 & dd/mmiyyyy

| 0K | | Cancel

18
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CV applications with Health Canada evidence

« For sponsors using Health Canada (HC) evidence to * [T Curent GMP Certicat v TGA o obtain GMP Certficale
support CV applications you must select TGA to oAt Coarance
. . pn LOA to Evidence
obtain GMP certificate. Sbmit Papor Gopy

For CV applications, do not upload the Exit B % e ©
A n Otl C e aS th e CU rr e nt G M P C e rtlfl C at e aS th I S WI I | & https://www.ebsacceptance.tga.gov.au/ebs/MIS/lodge.nsf/ TGAtoObtainGMPCertificateDhvyyMeth1DIg7Op - Internet Exc.. o oD |

TGA to obtain GMP Certificate

cause delay.

Pleaze note, by choosing this option a3 fee for obtaining evidence from an overseas regulatory authority will be charged

* Select who TGA to ligise with: [canada - Health Canada - manufacturer within Canada only [~

# Enterthe Last Inspection Date 18/042018 = ddfmmiyyyy

* Upload the HC Exit Notice under Most recent
Inspection report

Mandatory Certificates or Letters:

L . T . T . . e
-

*  [1Curent GMP Cenificate v| [TGA ta obtain GMP Certificate

Currently the only option to select to liaise with Health Canada is:

Canada — Health Canada — manufacturer within Canada only

* (1A [12 most recent inspection report . . . . .
This may be selected until the system is updated, as the manufacturing sites
which require CV applications to be submitted are located outside of Canada

* [(Ina 3 Regulatory Inspections list

* (A 4 Reguiatory Actions Details

* [lwa L5 site Master File / Quality M anual or equivalent

* (a6 GMP 7 Quality / Technical Agreement or equivalent

<) <] 1« [¢] [«
00000

A Please note: for MRA applications (where the manufacturer is located within Canada), only the Exit notice is required as evidence. This should be attached as the current

GMP Certificate unless liaising for evidence is required. It should NOT be attached under Most recent inspection report as this is only for CV applications.

19
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Evidence

* Provide all supporting documentation as per the GMP
Guidance.

GMP Certificate v v v v v
* When submitting a variation — eg. increase of scope, ot recern beectom enort v v v v v
sponsors still need to provide relevant evidence to support ————— — - 7 | v | -
the appllca_tlon _and pay all relevant f_ees. A sponsor can —— ", ", ", v B
access their evidence that was previously submitted using
a LOA_ manual or equivalent “/ "/ ‘If, ‘/ ‘/
 For both MRA and CV applications covering API(S), please |5astesimeadedix v v | v | v | X
provide an API declaration where required. - 0 v D | v | v
If you do not provide all required evidence your Belesse procedurels) ® v O | v | x
& appllcatlon will be delayed and the clearance may not e —— D D ~ VNG
be issued.
o . . . Latest Product Quality Review ‘/ ‘/f
If you are not providing a document which is required | @ @ X
by the Guidance, include appropriate justification in the |tstefahersedes x X | ¥ | x | v
application cover letter. o = Required X —xorrequred L = Not required unless requested

, . o 20
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Evidence: Cover letters

Cover letters should be used to provide additional clarification and
information regarding the application purpose or scope, for
example:

« Additional information regarding activities performed at the site

« Additional information regarding changes eg. updating
manufacturer details

* Absence of evidence (where appropriate)
* Regulatory submissions — other applications that are related

* Overview of supply chain -

21
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TGA certificates

* Where no supporting evidence is available or there are
compliance issues for an overseas site, a TGA onsite
inspection may be required.

* |f you are a contributing sponsor to a TGA on-site
inspection of an Overseas manufacturer, you do not

need to submit another GMP clearance application. _ _
If you decline to contribute to a TGA

overseas inspection without reasonable
justification, it is unlikely that a GMP
clearance will be issued to you once the
iInspection is closed.

A GMP clearance will be issued to you following the
iIssuance of the TGA certificate to the manufacturer.

22
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Extensions

Variation Applications

You may request a short term extension of your GMP
clearance if there are valid reasons.

* Prior to submitting an extension request — check if there is

Vanation Type:

(J Change Clearance Details ® Change Clearance Status ) Renewals

any new GMP evidence available and if not investigate why. |fe=eesE | Status [ Condiions T Fees and Paymert | Decfaration
. . . . ) ) * Select new status: C,am:el
A If evidence is available submit a renewal application * Reason for Extension T
- - . ] % s thic your first extension requast? ii:::gg ;ﬁ;lg?g:g:;ne application assessment by TGA
 In Description include reason and explanation. ) | o:<ciion uaring cvdence o egutaony auory
* Evidence may be required to support extension requests.
« If an extension is not granted and you cannot provide * An extension request cannot be submitted via
updated supporting evidence you may need to submit an TGA Business Service portal after the clearance
application for a TGA on-site inspection. Is expired for more than 30 days. You will need

to contact GMPclearance@health.gov.au and a

re-instatement fee will apply.
How to Submit an Effective GMP Clearance Application 23
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Submitting an application —what to consider
What application type you are submitting? New or variation

New Applications Variation applications

Manufacturer name

Application scope: API or Finished product

Application scope:
Manufacturing Steps and

APl names or dosage forms the relevant regulatory

submission system?
Is the application a CV application?
If it is, always select YES to the question:
Is this a Compliance Verification Assessment?

Is US FDA or Health Canada evidence submitted with a CV application? Yes
Then always select ‘TGA to obtain GMP certificate’

Does the supporting evidence cover the scope of the application?
. Is an API declaration required

. If using LOA to clearance or evidence, is the clearance or evidence scope
equivalent or greater than the application scope?

Is the application complete (including supporting evidence) and have all of the
required fees been paid?

Should a cover letter be provided?

Purpose of the application:

Will the scope validate with

Renew

Amend scope (increase or » Change to manufacturer details
decrease) (name/address)

Extension » Change to sponsor or agent details

¢ Cancellation

Is the application a CV application?
If it is, always select YES to the question:
Is this a Compliance Verification Assessment?

Is US FDA or Health Canada evidence submitted with a CV application? Yes
Then always select ‘TGA to obtain GMP certificate’

Does the supporting evidence cover the scope of the application?
* Is an API declaration required?

» If using LOA to clearance or evidence, is the clearance or evidence scope
equivalent or greater than the application scope?

Is the application complete (including supporting evidence) and have all of
the required fees been paid?

Should a cover letter be provided?
24
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Website and link references

Information about the GMP Clearance process is
available at:
https://www.tga.gov.au/publication/gmp-clearance-

guidance

Information about international agreements and
arrangements for GMP clearance:
https://www.tga.gov.au/international-agreements-and-

arrangements-gmp-clearance

Regular updates about changes are provided through
the Notices about GMP Clearance webpage:
https://www.tga.gov.au/notices-about-gmp-clearance
— Increases to fees and charges

— Timeframes

Enquiries regarding desk top assessments using overseas
regulator evidence: GMPClearance @health.gov.au

Enquiries regarding general GMP enquiries, Australian
manufacturers, overseas sites seeking a TGA inspection of their
facility GMP@health.gov.au

Contact us
Manufacturing Quality Branch
Phone: 1800 020 653

Email GMPClearance@health.gov.au

25
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Jodie Giess and Rheannon McNell are currently reading over your

submitted questions.

We’'ll be back shortly for Q&A

We appreciate your participation to complete our live poll.

LIVE POLL
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Question
time

27



More Information

@ GMP Clearance https://www.tga.gov.au/manufacturing-medicines

@ TGA website — www.tga.gov.au

n Facebook — TGA Australia

D Twitter — @TGAgovau

You vouTube — TGA Australia
Tuhe

TGA topics blog - tga.gov.au/blogs/tga-topics

28
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