Australian Government

Department of Health
Therapeutic Goods Administration

Robert Martini
Mundipharma Pty Ltd
GPO Box 5214
Sydney NSW 2001

Ref: 28275

Notification to accepting sponsor of amendments of ARTG entries

As a delegate of the Secretary under regulation 10A of the Therapeutic Goods Regulations
1990, | am writing to inform you that I have, under regulation 10A(6), amended the
following entries in the Australian Register of Therapeutic Goods (ARTG) by entering your
name as the person in relation to whom the relevant goods are listed /registered /included:

Relinquishing Sponsor: Merck Sharpe & Dohme (Australia) Pty Ltd (351)
Date ofamendment: 215t March 2016

ARTG(s):

ARTG 66103 COSOPT dorzolamide hydrochloride 20mg and timolol maleate Smg
per mL eye drop bottle

ARTG 165915 COSOPT PRESERVATIVE-FREE dorzolamide (as hydrochloride)
20mg/mL and timolol (as maleate) Smg/mL single dose eye drop

ampoule

ARTG 168803 SAFLUTAN tafluprost 15micrograms per/mL single dose eye drop
ampoule

ARTG 28776 TIMOPTOL timolol maleate 0.25% eye drops bottle

ARTG 28775 TIMOPTOL timolol maleate 0.5% eye drops bottle

ARTG 50304 TIMOPTOL-XE timolol 2.5mg/mL (as maleate] eye drops bottle
ARTG 50306 TIMOPTOL-XE timolol 5Smg/mL (as maleate) eye drops bottle
ARTG 55022 TRUSOPT dorzolamide 20mg/mL (as hydrochloride) eye drops bottle

An updated ARTG certificate, incorporating these amendments, may be downloaded and
printed by logging in to the TGA eBusiness Services (eBS) website <www.ebs.tga.gov.au>
with your user account. Open the ‘Your TGA Information’ link and choose ‘Current ARTG
Entries’. The ‘Actions’ bar to the left of each ARTG entry allows you to access the
Certificate for that entry.

The TGA will not be issuing a hard-copy of this certificate.

PO Box 100 Woden ACT 2606 ABN 40 939 406 804 T Health Safety
Phone: 02 6232 8444 Fax: 02 6203 1605 Email: info@tga.gov.au Regulation
www.tga.gov.au



Sponsors’ ongoing regulatory responsibilities
Australian sponsors of therapeutic goods have ongoing regulatory responsibilities for the
goods they supply to the Australian market.

The continued registration/listing/inclusion of the goods on the ARTG is subject to
payment of annual charges.
Ongoing monitoring of quality, safety and efficacy/performance

Therapeutic goods on the ARTG are subject to ongoing monitoring of their quality, safety
and efficacy/performance. Atany time, the ARTG entry may be selected for a review to
verify compliance of the goods with the regulatory requirements.

For further information refer the TGA website: http://www.tga.gov.au.

Yours sincerely

Re McCauley

Delegate of the Secretary for regulation 10A of the Regulations
6 September 2016
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PO Box 100 Woden ACT 2606 Australia

Telephone: (02) 6232 8444 Facsimile: (02) 6232 8241 v
Commorea th Depertmend of

Drug Safety & Evaluation Branch Health and

Telephone: 0262328113 Aged Care

Facsimile: 02 6232 8140

Application Number: 98.333.3

Clin File: 99/26851

Chem File: 98/19152
The Managing Director A
Merck Sharpe & Dohme (Australia) Pty Ltd REG. AF FAIRS g
PO Box 79 -

GRANVILLE NSW 2142 Recd. 31AUG 1933

Attention:  Regulatory Affairs Department

Dear Sir/Madam g

e —

I refer to your application dated 29 April 1998 for the registration qfi}gpsopt (dorigﬁﬂ E
hydrochloride 2%, timolol maleate 0.5%) eye drops in the Australian Register of Therapeutic

Goods (ARTG) under the provisions of the Therapeutic Goods Act 1989 ("the Act").

Evaluation of your application (Application No. 98.333.2) has been completed.

Approval is now granted under Section 25(3) of the Act for the re;gistration of Cosopt eye
drops containing dorzolamide (as dorzolamide hydrochloride) 20mg and timolol (as timolol
maleate) Smg per mL for the indications stated herein (see below).

Supply is not permitted until the therapeutic good is registered.

Registration will not be effected until your company has agreed in writing to the description
of the goods as detailed in this letter. Registration will commence on the day specified in the
Certificate of Registration. You should complete all necessary steps to effect registration
within three months of the date of this letter. Please confirm in writing that the product
details contained in this letter are accurate in accordance with your application and any
amendment properly notified during the course of the evaluation.

All separate and distinct goods within the meaning of Section 16(1) of the Act that have been
approved following this evaluation are included in this registration approval.

For the purposes of Section 28 of the Act (Conditions of registration or listing) registration of
each good described in this approval is subject to the following specific conditions: 4
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CONDITIONS

1. THE GOODS MUST CONFORM WITH THE FOLLOWING DESCRIPTION,
MANUFACTURING INFORMATION, PRODUCT DETAILS, INDICATIONS,
PRODUCT INFORMATION AND CONSUMER PRODUCT INFORMATION.

PRODUCT NAME: Dorzolamide and timolol (“Cosopt”) eye drops

MANUFACTURER INFORMATION

1. Merck Manufacturing Division
Merck & Co. Inc.
126 Lincoln Ave.
Rahway NJ 07065
USA

STEPS: manufacture of dorzolamide hydrochloride

2. Laboratoire Merck Sharp & Dohme — Chibret
LaVallee Plant
Z.1. de Blavozy
43700 Saint-Germain Laprade
FRANCE

STEPS: manufacture of timolol maleate

3. Merck Sharp & Dohme Quimica de Puerto Rico
Division of Merck & Co. Inc.
Road #2, Kilometer 56.7
Barceloneta 00688
PUERTO RICO

STEPS: manufacture of timolol maleate

4, Laboratoire Merck Sharp & Dohme — Chibret
Clementel Plant
200 Boulevard Etienne-Clementel
63018 Clermont-Ferrand
Cedex
FRANCE

STEPS: all steps in the manufacture of the finished product
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5. Merck Sharp & Dohme B.V.

Waarderweg 39
2003 PC Haarlem
HOLLAND

STEPS: secondary packaging and labelling

6. Merck Sharp & Dohme (Australia) Pty Ltd

54-68 Ferndell Street
South Granville NSW
AUSTRALIA

STEPS: secondary packaging and labelling

PBODUCT DETAILS
PROPRIETARY NAME:
GENERIC NAME:
PACK SIZE:

POISON SCHEDULE:

DOSAGE FORM:

ADMINISTRATION ROUTES:

CONTAINER TYPE:

VISUAL IDENTIFICATION:

STERILE:
Sterilisation type:

ANIMAL ORIGIN:

Cosopt

dorzolamide hydrochloride and timolol maleate
SmL

S4

eye drops, solution

ophthalmic

bottle (low density polyethylene dropper bottle)

clear, colourless to nearly colourless, slightly viscous
solution

Yes

Aseptic manufacture.

Components sterilised by:

dry heat (hydroxyethylcellulose solution),
filtration (solution of active ingredients)
gamma irradiation (dropper tips and caps).

No




QUANTITATIVE FORMULATION: mg/mL
Active ingredients: dorzolamide hydrochloride 226
(equiv. dorzolamide 20.0)
timolol maleate 6.83
(equiv. timolol 5.0)
Excipients: : mannitol 16.0
hydroxyethylcellulose 4.75
sodium citrate 2.94
benzalkonium chloride 0.075
sodium hydroxide gsto pH 5.65
water for injections _ gsto 1 mL
Proprietary ingredients: nil

SHELF LIFE: The potency of this product lies between 95-110% of the labelled content of
dorzolamide and timolol during its approved shelf life.

Time: 2 years
Temperature: below 30°C
Other Conditions: nil

INDICATIONS:

Cosopt is indicated in the treatment of elevated intraocular pressure (IOP) in patients with
ocular hypertension or open-angle glaucoma when concominant therapy is appropriate.

PRODUCT INFORMATION:

The text of the Product Information submitted with your letter of 9 August 1999 but with

~ pages 10 and 11 amended by facsimile is considered satisfactory. The approved document is

)

attached to this letter as Attachment 1.

PATIENT INFORMATION:

You are reminded that in accordance with Regulation 9(A) of the Therapeutic Goods
Regulations a Patient Information document is required to be available for supply to the
patient or agent. The format of this document is set out in Schedule 12 of the Regulations.
The Patient Information document submitted with your letter of 10 May 1999 is considered
to meet the format as presented in Schedule 12 and not to contain any statement contrary to
the approved Product Information.

You are reminded that there is a continuing obligation to ensure that at all times the patient
information document (Consumer Medicine Information - CMI) complies with the statutory
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requirements. Following amendment of the Product Information, any changes needed to the
patient information to ensure consistency with the Product Information must be made within
3 months of the approval or notification of the change to the Product Information. In the case
of changes relating to the safety or safe use of the product, more rapid change of the patient
information may be warranted.

2.
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THE STANDARD CONDITIONS APPLICABLE TO ALL REGISTERED
GOODS ARE TO BE FOUND AT ATTACHMENT 2

SPECIAL CONDITIONS APPLYING TO THIS PRODUCT

The Therapeutic Goods Administration Laboratories Branch (TGAL) is to be notified
immediately the first production batche of this product is available for official
sampling, under the terms of Regulation 24 of the Therapeutic Goods Regulations.
This information should be sent to the Director, Therapeutic Goods Administration
Laboratories Branch, PO Box 100 WODEN ACT 2606.

Appropriate quantities of the reference material for the active ingredient, as well as of
precursors, degradation products and other impurities for which limits are set in the
finished product specifications are to be provided free of charge to the TGA, if
required by TGAL.

Proposed changes to the approved chemical, pharmaceutical and biological details
and specifications should be forwarded for evaluation by the Drug Safety and
Evaluation Branch (DSEB) and must be approved prior to implementation, apart from
a self-assessable change or a change which can be notified to the DSEB or the
Australian Register of Therapeutic Goods (ARTG) as detailed in Appendices 7 and 8
to the document entitled:

Australian Guidelines for Registration of Drugs, Vol 1 - Prescription and Other
Specified Drug Products, 2nd Edition (AGRD1). [Appendices 7 and 8 are entitled,
respectively , Changes to Drug Products - Is Notification or Prior Approval
Required? and Changes which may be made to Pharmaceutical Aspects of Drug
Products without Prior Approval ('Self-Assessable Changes')]. Changes to test
methods and specifications may also be required following laboratory analysis of the
product by TGAL.

Please note: approved chemical, pharmaceutical and biological details and
specifications include all those details on which approval is based in relation to
sponsor, finished product details, formulation, active raw materials, excipients,
manufacturing process, quality control, and packaging. (Refer to the AGRD
Appendices 7 and 8 specified above.)

The Product Information (reference 4.20 AGRD1, 2nd edition) must meet with the
TGA's approval at all times. With the exception of safety related changes that further
restrict the use of the product, which must be notified to the TGA within five working
days, any proposed changes to the approved text must be submitted and be approved
by the Administration prior to distribution.
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The safety related changes referred to above are defined as those that delete an
indication or reduce the patient population, or add a warning, precaution, adverse
reaction or contraindication.

The Product Information should conclude with a statement that it has been approved
by the Therapeutic Goods Administration (TGA), citing the date of the approval
letter. Two copies of the final printed version of the Product Information are to
be forwarded to the Drug Safety and Evaluation Branch. For all injectable
products the Product Information must be included with the product as a package
insert.

Abridged Product Information must accurately reflect the approved Product
Information, including safety related statements, but may be a paraphrase or precis of
the approved Product Information.

Promotional material (other than Product Information) relating to the registered good
must comply with the requirements of the Code of Conduct of the Australian
Pharmaceutical Manufacturers' Association.

The actual date of commencement of supply is to be notified to the Director, Drug
Safety and Evaluation Branch, in addition to notifying the ARTG. Should it be
decided not to proceed to supply, notification to this effect should be provided.

Post marketing reports are to be provided annually until the period covered by such
reports is not less than three years from the date of this approval letter. No fewer than
three annual reports are required. The reports are to meet the requirements for
Periodic Safety Update Reports as described in ICH document Topic E2
(CPMP/ICH/228/95). Unless agreed separately between the supplier who is the
recipient of the approval and the TGA, the first report must be submitted to TGA no
later than 15 calendar months after the date of this approval letter. The subsequent
reports must be submitted no less frequently than annually from the date of the first
submitted report. The annual submission may be made up of two Periodic Safety
Update Reports each covering six months. If the sponsor wishes, the six monthly
reports may be submitted separately as they become available. Submission of the
report must be submitted within the sixty days of the data lock point for the report (or,
where applicable, the second of the two six monthly reports), as required by
CPMP/ICH/228/95.

In the absence of the availability of Periodic Safety Update Reports, a report is to be
provided annually for three years from the date of approval which shall include details

of:

(a) all investigational studies relating to the chemical and physical properties,
including stability of the drug under storage;

(b) all pharmacological and toxicological studies conducted or reported, including
studies recorded in scientific literature;

(c) all clinical studies conducted or reported in Australia or abroad, including studies
recorded in scientific literature, and a bibliography of these reports;

(d) (i) all suspected adverse reactions or similar experiences occurring in

Australia received, including full clinical details (For adverse reactions




occurring outside Australia, see Appendix 20 of AGRD1, 2™ Edition.
Note: for the three year period specified, reporting is mandatory); and,

(i1) significant foreign adverse events which may have implications for the
product information documents for this chemical entity.

Each report is to be accompanied by a statement of the amount of each presentation of
the product issued in Australia in the same period (or a period up to the same data
lock point.).

The above information should be forwarded to the TGA at the appropriate time.

(8)  Details of the distribution of the drug including quantities and forms of products
distributed and related batch numbers should be supplied on request while the drug
remains on the ARTG.

(9)  The sponsor shall provide the following data to justify the open shelf life:
e either a multiple challenge test over 28 days within 3 months of registration
or :
e microbial limits testing on partially used containers within 6 months of
registration.

Please note that the Chief Pharmaceutical Adviser, Department of Veterans' Affairs, would
like to be provided with a copy of the approved product information for this product. The
Therapeutic Goods Act does not permit the TGA to supply this now. Please consider
providing a copy to:

The Chief Pharmaceutical Adviser
Department of Veterans' Affairs
PO Box 21

WODEN ACT 2606

This decision is an initial decision within the meaning of Section 60 of the Therapeutic
Goods Act 1989 (the Act). This means that if your interests are affected by the decision, you
may seek review of the decision by the Minister. Any appeal should be made in writing
within 90 days after this decision first comes to your notice or to the notice of your company,
and should be sent to the following address:

The Parliamentary Secretary to the Minister
for Health and Aged Care

Parliament House

CANBERRA ACT 2600

The letter should be headed APPEAL UNDER SECTION 60 OF THE THERAPEUTIC
GOODS ACT 1989".

Before embarking upon this course of action you are invited to contact the initial decision
maker to see whether the matter can be resolved informally.



The Parliamentary Secretary may either deal with the appeal personally, or send it to be dealt
with by one of the Minister's delegates within the Department. Should you be dissatisfied
with the result of your appeal then, subject to the Administrative Appeals Tribunal Act 1975,
you may appeal to the Tribunal for review of the Minister's/Delegate's decision.

Yours faithfully

{ Do

DR G DICKSON

DELEGATE OF THE SECRETARY
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Attachments:
1. Approved Product Information

2. Standard Conditions Applying to Registered or Listed Therapeutic Goods under
Section 28 of the Therapeutic Goods Act 1989 - '

3. Provisional Record of Registration



