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Therapeutic Goods Administration

About the Therapeutic Goods Administration (TGA)

The Therapeutic Goods Administration (TGA) is part of the Australian Government
Department of Health, and is responsible for regulating medicines and medical
devices.

The TGA administers the Therapeutic Goods Act 1989 (the Act), applying a risk
management approach designed to ensure therapeutic goods supplied in Australia
meet acceptable standards of quality, safety and efficacy (performance), when
necessary.

The work of the TGA is based on applying scientific and clinical expertise to decision-
making, to ensure that the benefits to consumers outweigh any risks associated with
the use of medicines and medical devices.

The TGA relies on the public, healthcare professionals and industry to report problems
with medicines or medical devices. TGA investigates reports received by it to
determine any necessary regulatory action.

To report a problem with a medicine or medical device, please see the information on
the TGA website <https://www.tga.gov.au>.

About the Extract from the Clinical Evaluation Report

This document provides a more detailed evaluation of the clinical findings, extracted
from the Clinical Evaluation Report (CER) prepared by the TGA. This extract does not
include sections from the CER regarding product documentation or post market
activities.

The words [Information redacted], where they appear in this document, indicate that
confidential information has been deleted.

For the most recent Product Information (PI), please refer to the TGA website
<https://www.tga.gov.au/product-information-pi>.

Copyright

© Commonwealth of Australia 2015

This work is copyright. You may reproduce the whole or part of this work in unaltered form for your own personal
use or, if you are part of an organisation, for internal use within your organisation, but only if you or your
organisation do not use the reproduction for any commercial purpose and retain this copyright notice and all
disclaimer notices as part of that reproduction. Apart from rights to use as permitted by the Copyright Act 1968 or
allowed by this copyright notice, all other rights are reserved and you are not allowed to reproduce the whole or any
part of this work in any way (electronic or otherwise) without first being given specific written permission from the
Commonwealth to do so. Requests and inquiries concerning reproduction and rights are to be sent to the TGA
Copyright Officer, Therapeutic Goods Administration, PO Box 100, Woden ACT 2606 or emailed to
<tga.copyright@tga.gov.au>.
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List of abbreviations

Abbreviation Meaning

AE Adverse event

ALT Alanine aminotrasferase

AST Aspartate aminotransferase

ATC Anatomical Therapeutic Chemical (Classification)

BAK Benzalkonium chloride

CAI Carbonic anhydrase inhibitor

CCA Concomitant administration (of preservative-free tafluprost 0.0015% and
timolol 0.5%)

CCT Central corneal thickness

Cc/D Cup to disc

CI Confidence interval

CMH Cochran-Mantel-Haenszel test

CRO Contract research organization

DAE Discontinuation due to adverse event

DDD Defined Daily Dose

DE-111 A preservative containing fixed dose combination of tafluprost 0.0015% and
timolol 0.5%

DoSM Documentation of Statistical Methods (in Appendix 16.1.9)

DSU Drug safety unit

eCRF Electronic case report form

EDC Electronic data capture

EMA European Medicines Agency

EOT End of treatment

ETDRS Early Treatment Diabetic Retinopathy Study

FDC Fixed-dose combination (of preservative-free tafluprost 0.0015% and timolol
0.5%)
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Abbreviation Meaning

GCP Good clinical practice

GGT Gamma-glutamyltransferase

GMP Good manufacturing practice

ICH International Conference on Harmonisation
IMP Investigational medicinal product

[EC Independent Ethics Committee

IWRS Interactive Voice/Web Response System

(0] Intraocular pressure

ITT Intention-to-treat

LOCF Last observation carried forward imputation method
LogMAR Logarithm of the minimum angle of resolution
MedDRA Medical Dictionary for Regulatory Activities
MI Multiple imputation method

mmHg Millimetres of mercury

NA Not applicable

0AG Open-angle glaucoma

OH Ocular hypertension

PD Pharmacodynamics

PG Prostaglandin

PG stratum Prior prostaglandin users’ stratum

PK Pharmacokinetics

POAG Primary open-angle glaucoma

PP Per protocol

PT Preferred term

RM AN(C)OVA Repeated measurements analysis of (co)variance
(R)QA (Research) quality assurance
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Abbreviation Meaning

SAE Serious adverse event

SAP Statistical analysis plan (in Appendix 16.1.9)
SD Standard deviation

SmPC Summary of product characteristics

SOC System organ class

SUSAR Suspected unexpected serious adverse reaction
TAF Preservative free tafluprost 0.0015%

TIM Preservative free timolol 0.5%

TM stratum Prior timolol users’ stratum

UN Unstructured covariance matrix
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1. Background

1.1. Submission type

This is a Category 1, Type B (new combination of active ingredients) application to register a
new Fixed Dose Combination (FDC) product Taptiqom (tafluprost 15 micrograms/mL and
timolol [as maleate] 5 mg/mL).

1.2. Drug class and therapeutic indication

Tafluprost is a fluorinated analogue of prostaglandin F2alpha. Tafluprost acid, the biologically
active metabolite of tafluprost, is a highly potent and selective agonist of the human prostanoid
FP receptor. Tafluprost acid has a 12-fold higher affinity for the FP receptor than latanoprost.

Timolol maleate is a non-selective beta-adrenergic receptor blocking agent that does not have
significant intrinsic sympathomimetic, direct myocardial depressant, or local anaesthetic
(membrane-stabilising) activity. Timolol maleate combines reversibly with a part of the cell
membrane, the beta-adrenergic receptor, and thus inhibits the usual biologic response that
would occur with stimulation of that receptor.

Figure 1: Chemical structures
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The proposed indication is:

Taptiqom is indicated for the reduction of intraocular pressure (IOP) in adult patients with open
angle glaucoma or ocular hypertension when concomitant therapy is appropriate.

1.3. Dosage forms and strengths
The submission proposes registration of the following dosage forms and strengths:

Tafluprost 15 micrograms/mL and timolol (as maleate) 5 mg/mL Fixed Dose Combination -
Single dose eye drop ampoule
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1.4. Dosage and administration
1.4.1. General

Taptiqom is a preservative free sterile solution packaged in a single-dose container. For single
use only, one container is sufficient to treat both eyes. Any unused solution should be discarded
immediately after use.

If one dose is missed, treatment should continue with the next dose as planned. The dose should
not exceed one drop in the affected eye(s) daily.

1.4.2. Adults

Recommended therapy is one eye drop in the conjunctival sac of the affected eye(s) once daily.
1.4.3. Geriatric Patients

No dosage alteration in elderly patients is necessary.
1.4.4. Administration

To reduce the risk of darkening of the eyelid skin the patients should wipe off any excess
solution from the skin.

When using nasolacrimal occlusion or closing the eyelids for 2 minutes, the systemic absorption
is reduced. This may result in a decrease in systemic side effects and an increase of local activity.

If more than one topical ophthalmic medicinal product is being used, each one should be
administered at least 5 minutes apart.

Contact lenses should be removed before instillation of the eye drops and may be reinserted
after 15 minutes.

2. Clinical rationale

The Sponsor states the rationale for the new fixed dose combination product to be:

Options for the treatment of glaucoma include: a non-selective beta-adrenoceptor blocking
agent such as timolol, carbonic anhydrase inhibitor such as dorzolamide and
prostaglandin analogues such as tafluprost, latanoprost, travaprost and bimatoprost as
individual agents. Where the IOP reduction by a single agent has not been considered
clinically adequate, combinations have been used since the individual products act via
different mechanisms of action to illicit the IOP lowering effect. It is generally believed that
prostaglandins reduce IOP by increasing uveoscleral outflow of aqueous humour and
timolol reduces the aqueous formation. The combination of a beta-adrenoceptor blocking
agent and a prostaglandin as proposed in this new combination is not uncommon. At
present there are already similar combinations that are registered on the ARTG:
latanoprost + timolol as Xalacom (AUST R 80311) and Latanocom (AUST R 183346);
travoprost + timolol as Duotrav (AUST R 125607, 177772); and bimatoprost + timolol as
Ganfort (AUST R 147830). The concentrations used in the combination products are
generally the same as those used in the individual mono-component products.

A single container with a fixed combination of tafluprost and timolol has multiple
advantages. First, the well-known 'washout’ effect resulting in decreased efficacy of the
combination will be reduced; this occurs when a second topical drop is administered to the
eye within five minutes of the first administered drop causing a washout loss of the latter.
Second, by reducing the number of daily drops administered from three to one, patient
compliance is expected to improve due to a simplified drug regimen. Reducing the number
of daily drops a glaucoma patient must administer may improve compliance. Poor
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compliance with topical medications in glaucoma patients is associated with elevated IOP
and progressive disease.

3. Contents of the clinical dossier

3.1. Scope of the clinical dossier
The submission contained the following clinical information:
One clinical pharmacology study that provided pharmacokinetic data.
Two pivotal efficacy/safety studies.

Four other efficacy/safety studies using a related product in a Japanese population (DE-
111).

3.2. Paediatric data

The submission did not include paediatric data. The Sponsor has been granted a waiver for a
Paediatric Investigation Plan: EMEA-002116-PIP01-12. The waiver covers all subsets of the
paediatric population from birth to < 18 years of age. The waiver was granted ‘on the grounds
that the specific medicinal product does not represent a significant therapeutic benefit over
existing treatments’.

3.3. Good clinical practice

The clinical data presented in the submission were stated to have been, and appeared to have
been, obtained using GCP.

4. Pharmacokinetics

4.1, Studies providing pharmacokinetic data

Table 1 shows the studies relating to each pharmacokinetic topic.

Table 1: Submitted pharmacokinetic studies.

PK topic Subtopic Study ID
PK interactions Tafluprost and Timolol Study 201150
Tafluprost and Timolol Study 01111002

Neither of the pharmacokinetic studies had deficiencies that excluded their results from
consideration.

4.2. Summary of pharmacokinetics

The information in the following summary is derived from conventional pharmacokinetic
studies unless otherwise stated.
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4.2.1.

Physicochemical characteristics of the active substance

The following information is derived from the Sponsor’s summaries in Module 2.

Timolol is an unselective beta-adrenergic receptor antagonist used for treatment of glaucoma
and ocular hypertension, and has been on the market in different parts of the world since the
late 1970’s/ early 1980’s.

Tafluprost is a prodrug. Its molecular formula is Czs Hz4 F2 Os and the molecular weight is
452.53. Upon hydrolysis of the isopropyl ester moiety, tafluprost acid is generated with a
molecular weight of 410.46. The main pharmacological activity resides in tafluprost acid.

4.2.2. PharmacoKkinetics in healthy subjects
4.2.2.1. Absorption
Both tafluprost and timolol had limited absorption by the intraocular route (Table 2 and Table
3).
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4.2.2.2, Bioavailability

The Sponsor provided the following justification for not providing bioavailability studies: ‘ As
this product is simple solution for ophthalmic use and acts locally, no bioavailability studies are
required as per Appendix 15 of the ARGPM (CPMP/EWP/QWP/1401/98 Rev. 1/ Corr).

4.2.2.3. Distribution
No new data were submitted with regard distribution.
4.2.2.4. Metabolism
No new data were submitted with regard metabolism.
4.2.2.5. Excretion
No new data were submitted with regard excretion.
4.2.3. Pharmacokinetics in the target population
No new data were submitted with regard to PK in the target population.
4.2.4. Pharmacokinetics in other special populations
No new data were submitted with regard PK in special populations.
4.2.5. Pharmacokinetic interactions
4.2.5.1. Pharmacokinetic interactions demonstrated in human studies

The PK parameters of both tafluprost and timolol were similar for the FDC and the individual
components administered separately (Table 2). Overall systemic exposure was low for both
components. For tafluprost on Day 8, for the FDC mean AUCo.1ast was 3.60 pgehour/mL and Crax
was 18.74 pg/ml; and for tafluprost alone mean AUCo.1ast Was 4.45 pgehour/mL and Cmax was
23.91 pg/ml. For timolol on Day 8, for the FDC mean AUCo.1ast was 4555.0 pgehour/mL and Cpax
was 837.9 pg/ml; and for timolol alone mean AUCo.1ast was 5747.1 pgehour/mL and Cpmax was
1096.5 pg/ml. These data were also supported by the results from Study 01111002 conducted
in healthy male Japanese volunteers using a preservative containing formulation (Table 3 and
Table 4).

Table 4: Plasma pharmacokinetic parameters of Timolol

Concomtant

DE-11 Tafhaprost group e oA
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The assay was performed using LC/MS/MS using liquid extraction (Study P09-25601). For
tafluprost the assay was calibrated in the range 0.0100 to 10.0 ng/mL; the LLOQ was 0.0100
ng/mL and recovery was 87.3% to 94.3%. For timolol the assay was calibrated in the range
0.0100 to 10.0 ng/mL; the LLOQ was 0.0100 ng/mL and recovery was 84.8% to 87.9%.

4.3. Evaluator’s overall conclusions on pharmacokinetics

Both tafluprost and timolol have low systemic bioavailability when administered by the ocular
route. Neither compound influenced the PK of the other.

5. Pharmacodynamics

5.1. Studies providing pharmacodynamic data
Table 5 shows the studies relating to each pharmacodynamic topic.

Table 5: Submitted pharmacodynamic studies.

PD Topic Subtopic Study ID

Primary Pharmacology Effect on IOP Study 201150

None of the pharmacodynamic studies had deficiencies that excluded their results from
consideration.

5.2. Summary of pharmacodynamics

The information in the following summary is derived from conventional pharmacodynamic
studies in humans unless otherwise stated.

5.2.1. Mechanism of action

No new data were submitted with regard mechanism of action.
5.2.2. Pharmacodynamic effects
5.2.2.1. Primary pharmacodynamic effects

In Study 201150, summarised in Table 2, here appeared to be greater reduction in IOP for the
FDC than either individual component on Day 8 at pre-dose, 2 hours post-dose and 12 hours
post-dose.

The difference between treatments was greatest at 2 hours post-dose: change from baseline -
4.61 mmHg for FDC, -3.95 mmHg for tafluprost and -3.02 mmHg for timolol (Table 6). The
greatest reduction in IOP was at 12 hours post-dose: change from baseline -5.25 mmHg for FDC,
-5.22 mmHg for tafluprost and -4.37 mmHg for timolol (Table 6).
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Table 6: Intraocular pressure on days 1 and 8 (mean over the eyes)

] Tafluprost (N=15) | Timolol (N=15) FDC (N=14)
Visi Klme point Mean (mmHg) | Mean(mmHg) | Mean (mmHg)
Pre-dose (BL)' 1612 (SD 2.07) | 1545(SD176) | 15.54 (SD 1.74)
Day 1 3 hours afler dosing 14.52 (BL-160) | 1243 (BL-302) | 11.68(BL -3386)
12 hours after dosing | 11.52 (BL -4.60) | 1092 (BL 4.53) |  9.80 (BL .5.73)
Pre-dose’ 13.00(BL-3.12) | 13.57(BL-188) | 12.38(BL-3.16)
Day 8 2 hours afier dosing 1217(BL-395) | 1243(BL-302) | 1093 (BL -4.61)
12 hours after dosing | 1090 (BL-5.22) | 1108 (BL437) | 10.29 (BL-525)

1B¢ﬁmmcEmhﬁﬁnmmnfmesmdymmnus:swmdnﬁﬁwﬂbumwmmmmmﬁmﬂ
* 24 hours after the last mstillation of tafheprost and FDC: 12 hours after the last instillation of timolol

5.2.2.2. Secondary pharmacodynamic effects

No new data were submitted with regard secondary pharmacodynamic effects.
5.2.3.

No new data were submitted with regard time course of pharmacodynamic effects.

5.2.4.

Time course of pharmacodynamic effects

Relationship between drug concentration and pharmacodynamic effects

No new data were submitted with regard the relationship between drug concentration and

pharmacodynamic effects.
5.2.5. Genetic-, gender- and age-related differences in pharmacodynamic response

No new data were submitted with regard genetic, gender and age related differences in
pharmacodynamic effects.

5.2.6.

See Section Primary pharmacodynamic effects above.

Pharmacodynamic interactions

5.3. Evaluator’s overall conclusions on pharmacodynamics

Tafluprost and timolol in combination have an additive pharmacodynamic effect.

6. Dosage selection for the pivotal studies

The doses used in the Pivotal studies were selected on the basis of the approved dosing for
tafluprost and timolol as individual treatments.

7. Clinical efficacy

7.1 Reduction of IOP in OAG or OH
7.1.1. Pivotal efficacy studies
7.1.1.1. Study 201050
7.1.1.1.1. Study design, objectives, locations and dates

Study 201050 was a multicentre, randomised, double masked, 6 month, parallel group efficacy
and safety trial of tafluprost/timolol FDC compared with tafluprost and timolol as individual
monotherapies in subjects with OAG or OH. The study was conducted at 60 centres in ten
countries from February 2011 to September 2012.
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7.1.1.1.2. Inclusion and exclusion criteria
The inclusion criteria included
Subject of any race and either sex aged = 18 years

Diagnosis of OH or OAG (either POAG, capsular glaucoma or pigmentary glaucoma) in one or
both eyes, for which the patient had been regularly using prostaglandin (for example
Xalatan, Lumigan, Travatan, Taflotan) or timolol 0.5% monotherapy for at least two weeks

Clinical need for additional IOP lowering medication and had at the Screening visit
evaluation in either treated eye:

- IOP measurement of = 22 mmHg at any time of the day for prior timolol users (TM
stratum), or

- I0OP measurement of = 20mmHg at any time of the day for prior prostaglandin users
(PG stratum)

Had at the End-of-run-in visit, after 2-week treatment with preservative-free timolol 0.5%
(TM stratum) or preservative-free tafluprost 0.0015% (PG stratum), in either treated eye:

- IOP measurement of = 22 mmHg at 8:00 for prior timolol users (TM stratum)
- IOP measurement of = 20 mmHg at 8:00 for prior prostaglandin users (PG stratum)

Had at the Baseline visit, after a washout period of at least 4 weeks, in either eye, an
increase of at least 2 mmHg in the average diurnal IOP (measured at 8:00, 10:00, 16:00 and
20:00) as compared to the average diurnal IOP at the End-of- run-in visit

Had a best corrected ETDRS visual acuity score of + 0.6 logMAR or better in both eyes (i.e.
monocular patients were not eligible)

The exclusion criteria included:

Pregnant, nursing or planning pregnancy, or was not using a reliable method of
contraception

Had anterior chamber angle of < 2 grades (according to Schaffer classification as measured
by gonioscopy) in either eye to be treated

Had any corneal abnormality or other condition preventing reliable applanation tonometry
in the eyes to be treated, including prior refractive eye surgery

Had IOP of > 35 mmHg at any time point in either eye at the Screening or End-of-run-in visit

Had diagnosis of angle-closure glaucoma or secondary glaucoma other than capsular or
pigmentary glaucoma in either eye

Had suspected contraindication to tafluprost or timolol therapy:
- hypersensitivity to tafluprost/timolol or any of the excipients

- low heart rate of < 50 bpm at screening or clinically relevant low blood pressure for
age, chronic obstructive pulmonary disease, bronchial asthma, strong tendency to
bronchospasm, certain cardiac arrhythmias (the most common of which are second
or third degree AV block and bradycardia) or uncontrolled congestive heart failure

- hypersensitivity to brinzolamide or any of the excipients, known hypersensitivity to
sulphonamide, severe renal insufficiency or hyperchloraemic acidosis (concerning
the washout medication Azopt, which was used only by the judgment of the
investigator)
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Had undergone glaucoma filtration surgery or any other ocular surgery (including ocular
laser procedures) within 6 months prior to Screening in eye(s) to be treated with study
medication

Had used contact lenses at Screening or during the study

Had advanced visual field defect in either eye or anticipated progression during the study as
judged by the investigator

Had inability to safely discontinue the use of ocular hypotensive medications during the
washout period

Had any ocular (for example aphakia, pseudophakia with torn posterior lens capsule or
anterior chamber lenses, known risk factors for cystoid macular oedema or iritis/uveitis)
systemic or psychiatric (for example uncontrolled arterial hypertension, diabetes) disease/
condition that could have put the patient at a significant risk or confounded the study
results or interfered significantly with the patient’s participation in the study as judged by
the investigator

Had changed existing chronic therapy (that could have substantially affected the IOP or the
study outcomes) within the last 30 days prior to Screening, or such change was anticipated
during the study

Had current alcohol or drug abuse
7.1.1.1.3. Study treatments

There were two treatment strata, depending upon whether the subject had previously been
treated with timolol (TM) or prostaglandin (PG) drops.

TM strata: during the run-in phase subjects were treated with preservative free timolol 0.5%
eye drops at 08:00 and 20:00 for 2 weeks. Following a 4 week washout phase, subjects were
randomised to:

1. FDC tafluprost 0.0015% and timolol 0.5% preservative free eye drops at 08:00 and vehicle
at 20:00

2. Timolol 0.5% preservative free eye drops at 08:00 and 20:00

PG strata: during the run-in phase subjects were treated with preservative free tafluprost
0.0015% eye drops at 08:00 for 2 weeks. Following a 4 week washout phase, subjects were
randomised to:-

1. FDC tafluprost 0.0015% and timolol 0.5% preservative free eye drops at 08:00
2. Tafluprost 0.0015% preservative free eye drops at 08:00
7.1.1.1.4. Efficacy variables and outcomes

The primary efficacy outcome measure was the change from baseline in average diurnal IOP at
3 months. The secondary efficacy outcome measures were:

Proportion of responders at 3 months (for example change from baseline in IOP of 20% or
more by steps of 5%)

Change from baseline in the average diurnal IOP at 2 and 6 weeks and 6 months

Change from baseline in the time-wise I0Ps (at 8:00, 10:00, 16:00 and 20:00) at 2 and 6
weeks, and 3 and 6 months

The safety outcome measures were: ocular safety variables (best corrected visual acuity, central
corneal thickness, biomicroscopy, conjunctival redness, ophthalmoscopy, visual field test), AEs,
vital signs and drop discomfort.
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Best corrected visual acuity was measured at each visit using an ETDRS chart. LogMAR scores
were calculated using the following algorithm, where the Base LogMAR value was the logMAR
value of the last line in which a letter was read correctly:

LogMAR score = Base LogMAR value + (0.02 x the total number of letters missed)
Deteriorations from baseline of at least 0.2 LogMAR scores (two lines of letters) were identified.
7.1.1.1.5. Randomisation and blinding methods

Randomisation was stratified by prior timolol or prostaglandin usage. Treatment allocation was
by IWRS.

7.1.1.1.6. Analysis populations

The ITT population included all randomized subjects who received at least one dose of the
masked study treatment and had at least one post-baseline efficacy measurement available. The
safety population included all randomized subjects who received at least one dose of the
masked study medication and had a subsequent safety measurement.

7.1.1.1.7. Sample size

The sample size calculation was performed for a test of superiority. For the timolol strata the
calculation used a difference of 2 mmHg between treatments, a SD of 4.0 mmHg, a drop out rate
0f 20%, a power of 90% and a level of significance of 0.05. For the prostaglandin strata the
calculation used a difference of 1.5 mmHg between treatments, a SD of 4.0 mmHg, a drop out
rate of 20%, a power of 90% and a level of significance of 0.05. Hence the required sample size
was 110 subjects per group in the timolol strata and 190 subjects per group in the
prostaglandin strata: overall 600 subjects.

7.1.1.1.8. Statistical methods

Hypothesis tests were performed using 95% Cls constructed using a repeated measures
covariance model (RM ANCOVA) to evaluate the time-wise changes from baseline in diurnal IOP
at 3 months. Tests of the secondary outcome measures also used the Exact Cochran-Mantel-
Haenszel (CMH) test stratified by center.

7.1.1.1.9. Participant flow

In the timolol strata there were 223 subjects screened, and 189 randomised to treatment: 95 to
FDC and 94 to TM. There were 48 subjects with OH and 141 with OAG. Overall 172 (91.0%)
subjects completed. Five subjects in the FDC group and one in the TM discontinued due to AEs.

In the PG strata there were 488 subjects screened, and 375 randomised to treatment: 188 to
FDC and 187 to tafluprost (Figure 2). There were 78 subjects with OH and 297 with OAG.
Overall 348 (92.8%) subjects completed. Six subjects in the FDC group and two in the tafluprost
discontinued due to AEs.
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Figure 2: Disposition of patients - PG stratum
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7.1.1.1.10. Major protocol violations/deviations

In the TM strata there were major protocol violations for 19 subjects in the in the FDC group

and 17 in the TM. In the PG strata there were major protocol violations for 17 subjects in the in
the FDC group and 16 in the tafluprost. The most common major protocol violation was misuse
of study medication.

7.1.1.1.11.
For the TM strata, there were 109 (57.7%) females, 80 (42.3%) males and the age range was 23

Baseline data

to 87 years. In the FDC group were 51 (53.7%) females, 44 (46.3%) males and the age range
was 23 to 84 years. In the TM group were 58 (61.7%) females, 36 (38.3%) males and the age
range was 40 to 87 years. All subjects were Caucasian. Ocular diagnosis was similar for the
treatment groups (Table 7). Gonioscopic evaluation was similar for the two treatment groups
(Table 8). Medical history was similar for the two treatment groups. Four subjects in the FDC
group and none in the TM group used concomitant ophthalmologic medications. One subject in
the FDC group and two in the TM group used concomitant systemic corticosteroids.

Table 7: Ocular diagnosis - TM stratum

FDC (N=95) TIM (N=94)
e Right Left Right Left
Ocular hypertension 25(26.3%) | 27(284%) | 25(26.6%) | 24 (25.5%)
Primary open-angle glaucoma 66 (69.5%) | 61 (64.2%) | 65(69.1%) | 66(70.2%)
Capsular glaucoma 0 (0.0%) 0 (0.0%) 2(2.1%) 2(2.1%)
Pigmentary glaucoma 1(1.1%) 0 (0.0%) 0 (0.0%) 0 (0.0%)
None 3 (3.2%) 7(7.4%) 2(2.1%) 2(2.1%)
Table 8: Gonioscopic evaluation -TM stratum
Gonioscopic evaluation FDC (N=95) TIM (N=94)
(Shaffer classafication) Right Lefi Right Lefi
Grade 2 (- 20 degrees) 1(1.1%) 2(2.1%) 5(5.3%) 5(5.3%)
Grade 3 (~ 30 degrees) 45(474%) | 45(474%) | 41(43.6%) | 42(4.7%)
Grade 4 (~ 40 degrees) 49 (51.6%) | 48 (505%) | 48(51.1%) | 47(50.0%)
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For the PG strata, there were 244 (65.1%) females, 131 (34.9%) males and the age range was 25
to 87 years. In the FDC group were 118 (62.8%) females, 70 (37.2%) males and the age range
was 27 to 85 years. In the tafluprost group were 126 (67.4%) females, 61 (32.6%) males and
the age range was 25 to 87 years. All subjects were Caucasian. Ocular diagnosis was similar for
the treatment groups (Table 9). Gonioscopic evaluation was similar for the two treatment
groups (Table 10). Medical history was similar for the two treatment groups. Eight subjects in
the FDC group and seven in the tafluprost group used concomitant ophthalmologic medications.
Two subjects in the TM group used prohibited medications: one used an anti-glaucoma
preparation (dorzolamide and timolol) and one used concomitant systemic corticosteroids.

Table 9: Ocular diagnosis - PG stratum

FDC (N=138) TAF (N=187)
ANy SEagRads Right Left Right Left
Ocular hypertension 40 (21.3%) | 39(20.7%) | 39(209%) | 42(22.5%)
Primary open-angle glavcoma | 133 (70.7%) | 135 (71.8%) | 138(73.8%) | 135 (72.2%)
Capsular glaucoma 6 (3.2%) 6(3.2%) 4(2.1%) 5(2.7%)
Pigmentary glancoma 2 (1.1%) 2(1.1%) 2(1.1%) 2 (1.1%)
None T(3.7%%) 6(3.2%) 4(2.1%) 3(1.6%)

Table 10: Gonioscopic evaluation - PG stratum

Gonioscopic evaluation FDC (N=188) TAF (N=187)
{Shaffer classification) Right Left Right Left
Grade 2 (~ 20 degrees) 15(8.0%) | 18(9.6%) 12(6.4%) | 12 (6.4%)
Grade 3 (~ 30 degrees) BO(42.6%) | 74(394%) | 74(39.6%) | 75(40.1%)
Grade 4 (~ 40 degrees) 93 (49.5%) | 96(51.1%) | 101 (54.0%) | 100 (53.5%)

7.1.1.1.12.

Results for the primary efficacy outcome

For the TM strata, the mean difference (95% CI), FDC - TM, in change from baseline in average
diurnal IOP at 3 months was -0.885 (-1.745 to -0.044), p = 0.044.

For the PG strata, the mean difference (95% CI), FDC - TM, in change from baseline in average
diurnal IOP at 3 months was -1.516 (-2.044 to -0.988), p < 0.001.

7.1.1.1.13.
For the TM strata:

Results for other efficacy outcomes

There was no significant difference in response rates at 3 months (Table 11).

There was no significant difference between treatments in average diurnal IOP at Week 2,
but there was a significant improvement in the FDC group relative to TM at Week 6 and
Month 6 (Table 12). At Week 2 the mean difference (95% CI), FDC - TM, in change from
baseline in average diurnal IOP was -0.457 (-1.120 to 0.206), p = 0.064. At Week 6 the mean
difference (95% CI), FDC - TM, in change from baseline in average diurnal IOP was -0.892 (-
1.527 t0 -0.257), p = 0.001. At Month 6 the mean difference (95% CI), FDC - TM, in change
from baseline in average diurnal IOP was -0.838 (-1.522 to -0.154), p = 0.017.
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Table 11: Proportion of responders at 3 months - TM stratum

Variable Response rate (%)
Response criteria’ FDC TIM p-value’
=15% decrease 89 (96.7%) 83 (89.2%) p=0.070
220% decrease 79 (85.9%) 72 (77.4%) p=0.110
225% decrease 68 (73.9%) 62 (66.7%) p=0.232
=30% decrease 48 (52.2%) 43 (46.2%) p=0.340
235% decrease 31(33.7%) 22 (23.7%) p=0.081
Source: Tables 14.2.1.3.1-2: ITT LOCF dataset (see Table 10)
:Deu'm in the mean dinmal IOP

“Cochran-Mantel-Haenszel (CMH) test stratified for (pooled) center

Table 12: Overall treatment differences at 2 and 6 weeks, and 6 months - TM stratum

Model REAM ANCOVA EM ANOVA

Visit Difference’ 959 CT' p-value’ | Difference' | 95% CT' p-value’
Week 2 0457 |-1120100206 | p=0.175 | -0665 |-1369100038 | p=0.064
Week 6 0892 |-1527t0-0257 | p=0006 | -1158 |-1.855t0-0.461 | p=0.001
Month 6 0838 |-1522t0-0.154 | p=0.017 | -1213 [-197610-0.450 | p=0.002

Tables 14.2.1.3.3-5 and 14.2.1.4.2-4; ITT dataset (see Table 10)

'FDC-TIM in manHg; *Statistical significance of the treatment effect
At Week 6, there was a significantly greater reduction in IOP at all-time points with FDC, but
at Month 3 and Month 6 there was significantly greater reduction at 1600 and 2000 but not
at 0800 or 1200 (Table 13 and Figure 3). At Week 2 there was no significant difference
between the treatments at any time point.

Table 13: Time-wise treatment differences at all visits - TM stratum

Model EAl ANCOVA
Visit /Time point Difference’ 950 CT' p—‘Fl"ll!
5:00 -0.663 =1.430 to 0.105 p=0.090
Week 2 10000 -0.347 -1.096 1 0.361 p=0.321
16:00 -0.589 -1.336 10 0.158 p=0.121
20:00 -0.211 0953 w0 0.531 p=0.576
Visit/Time point | Difference’ 950 CT' p-vahae’
8:00 -0, 809 -1.548 10 -0.071 p=0.032
Week § 10000 -0.878 -1.584 10 -0.162 p=0.017
16:00 -0. 886 -1.608 1o -0.165 p=0.018
20:00 -0.9%6 -1.682 o -0.30% Pp=0.005
Visit/ Time point Difference’ 950 CT' p-valae’
8:00 -0.771% -1.872 10 0114 p=0.142
Moath 3 10:00 -0.128 -1.690 10 0235 p=0.137
16:00 -1.014 =1.91% 1w -0.109 p=0.028
20:00 -1.018 =1.908 1o -0.128 p=0.025
VisitTime point | Difference’ 9585 CT' p-value’
8:00 -0.691 -1.433 10 0,051 p=0.068
Moath 6 10:00 £.772 =1.562 to 0018 p=0.055
16:00 -1.083 -1.88%9 o 20,296 p=0.007
20:00 0797 147900114 p=0.022

Source: Table 14.2.1 3.7, ITT LOCF dataset (Moath 3); otherwise [TT dataset (see
Tables 10, 22 and 32); treatment dufferences at Month 3 uung the [TT dataset were:
08:00; Dufference’ was -0.852 (95% C1 from -1 537 to 0.232; p=0 147; DoSM)
10:00: Difference’ was -0.817 (95% CT from -1.611 to -0.022; p=0.044: DaSM)
16:00; Drfference’ was -1.231 (930 CT frona -1 993 1o -0, 508; pe=0.001; DoSA)
20:00; Dufference’ was -1 186 (95% CI from -1 903 o -0.469; p=0.001; DoSM)
IFDC-TIM i mmHg; *Statistical significance of the testment effect
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Figure 3: Mean (SD) IOPs in the worse eye for the ITT dataset - TM stratum
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For the PG strata:

At 3 months response rates in the FDC group were greater than in the tafluprost for = 20%
response, = 25% response, = 30% response, and = 35% response but not for 2 15%
response (Table 14). For 2 20% response there were 166 (89.2%) subjects in the FDC group
and 142 (78.0%) in the tafluprost, p = 0.002.

There was a significant improvement in the FDC group relative to TM at Week 2, Week 6 and
Month 6 (Table 15). At Week 2 the mean difference (95% CI), FDC - tafluprost, in change
from baseline in average diurnal IOP was -1.417 (-1.929 to -0.904), p < 0.001; at Week 6 -
1.465 (-1.957 to -0.974), p < 0.001; and at Month 6 -1.118 (-1.626 to -0.610), p < 0.001.

At all-time points for Week 2, Week 6, Month 3 and Month 6 there was a significantly
greater reduction in IOP with FDC (Table 16 and Figure 4). The greatest relative reduction
in IOP was at 0800 at Month 6: mean difference (95% CI) FDC-tafluprost -1.884 (-2.500 to -
1.267) p < 0.001.

Table 14: Proportion of responders at 3 months - PG stratum

Variable Response rate (%9)
Response criteria’ FDC TAF p-value’
=15% decrease 176 (94.6%) 164 (90.1%:) p=0.107
=20 decrease 166 (89 2%) 142 (78.0%) p=0.002
225% decrease 143 (76.9%) 115 (63.2%) p=0.003
230% decrease 115 (61.8%) 69 (37 9%) p=0.001
>35% decrease 71 (38.2%) 43 (23 .6%) p=0.002
Swrm Tables 14.2.2 3 1-2; ITT LOCF dataset (see Table 12)
'Decrease in the mean divrnal [OP

*Cochran-Mantel-Haenszel (CMH) test stratified for (pooled) center
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Table 15: Overall treatment differences at 2 and 6 weeks, and 6 months - PG stratum

Model RM ANCOVA RM ANOVA

Visit Difference’ 95% CT' p-value’ | Difference’ |  95% CT' p-value’
Week 2 21417 |-1.92910-0.904 | p<0.001 | -1.401 [-2.00910-0.792 | p<0.001
Week 6 1465 |-195710-0974 | p<0.001 | -1497 |-2.08610-0.907 | p<0.001
Month 6 1118 |-1.62610-0.610 | p<0.001 | -1.038 |[-1.6161t0-0.461 | p<0.001

Tables 14.2.2.3.3-5 and 14.2.2.4 2-4; ITT dataset (see Table 12)
IFDC-TAF in mmHg; *Statistical significance of the treatment effect

Table 16:Time-wise treatment differences - PG stratum

Model RM ANCOVA
Visit /Time point | Difference’ 95% CT' p-value’
£:00 -1.532 -2.127 1o -0.936 p0.001
Week2 | 10:00 -1.356 -1.932 to -0.781 p0.001
16:00 -1.460 -2.055 to -0.866 p=0.001
20:00 -1.318 -1.883 10 -0.753 p0.001
Visit/Time point | Difference’ 9585 CT' p-value’
£:00 -1.729 231610 -1.143 p0.001
Week§ | 10:00 -1.523 -2.079 to -0.968 p0.001
16:00 -1.374 -1.949 to -0.799 p=0.001
20:00 -1.235 -1.800 to -0.670 p0.001
Visit/Time point Difference’ 95% CT' p—‘i"lhlz
8:00 -1.884 -2.500 to -1.267 p0.001
Moath 3 | 10:00 -1.799 -2.393 to -1.204 p=0.001
16:00 -1.251 -1.871 to -0.630 pe0.001
20:00 1131 -1.725 to -0.538 p0.001
Visit/Time point | Difference’ 95% C1' p-value’
§:00 -1.384 -1.958 1o -0.811 p=0.001
Moath 6 | 1000 1232 -1.827 to -0.637 p=0.001
16:00 -0.945 -1.524 1o -0_366 p=0.001
20:00 -0.909 -1.500 10 -0.319 p=0.003

Source: Table 14.2.2.3.7. ITT LOCF dataset (Month 3); otheranse ITT dataset (see
Tables 12, 1?1113-"} treatment differences at Month 3 usmg the ITT dataset were:
08:00: Dlﬁcmmc was -1.839 (95% C1 from -2.414 to -1 263; p<0.001; DoSM)

10:00: Ih.Eeume was -1.723 (95% C1 from -2.291 fo -1.135; p<0.001; DoSM)

16:00: Ihﬁ’ame was -1.085 (95% C1 from -1.644 to -0.525; p<0.001; DoSM)

20:00: Difference’ waas -1.020 (95% CI from -1.566 to -0.473; p<0.001; DoSM)

1F.DCTAF:ang “Statistical sipnificance of the treatment effect
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Figure 4: Mean (SD) IOPs in the worse eye for the ITT dataset - PG stratum
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There were no subgroup effects for either strata for age, gender, ocular diagnosis, corneal
thickness or prior medication.

7.1.1.2. Study 201051
7.1.1.2.1. Study design, objectives, locations and dates

Study 201051 was a randomised, double blind, 6 month, parallel group non-inferiority study to
compare the efficacy and safety of preservative free FDC tafluprost 0.0015% and timolol 0.5%
eye drops with tafluprost 0.0015% and timolol 0.5% eye drops administered concomitantly in
subjects with OAG or OH. The study was conducted at 35 centres in seven countries from March
2011 to May 2012.

7.1.1.2.2. Inclusion and exclusion criteria

The inclusion criteria included:

Subjects aged = 18 years with a diagnosis of OH or OAG (either POAG, capsular glaucoma or
pigmentary glaucoma) in one or both eyes

A clinical need for additional IOP lowering medication as judged by the investigator and an
untreated (after washout if applicable) IOP of 2 23 mmHg at the 8:00 measurement of
baseline visit in one or both eyes

Had at least the following washout if on prior glaucoma medication:
- 24 weeks for beta-adrenergic antagonists (beta-blockers)

- 24 weeks for prostamides or prostaglandin analogues

> 3 weeks for alpha-adrenergic agonists (alpha-agonists)

> 7 days for carbonic anhydrase inhibitors (CAls)

> 5 days for miotics

A best corrected ETDRS visual acuity score of +0.6 logMAR or better in both eyes (i.e.
monocular patients were not eligible)

The exclusion criteria were the same as for Study 201050 except for:
- Had IOP of > 36 mmHg at any time point in either eye at screening or baseline
7.1.1.2.3. Study treatments

The study treatments were:
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1. Preservative free FDC tafluprost 0.0015% and timolol 0.5% eye drops at 8:10 and vehicle
for timolol eye drops at 08:00 and 20:00 (FDC)

2. Preservative free tafluprost 0.0015% eye drops at 08:10, and preservative free timolol
0.5% eye drops at 08:00 and 20:00 (concomitant)

The study treatments were administered in the affected eye(s). The use of all ocular medication
that had an effect on IOP (other than the masked study medication) was prohibited. Treatment
duration was for 6 months.

7.1.1.2.4. Efficacy variables and outcomes

The primary efficacy outcome measure was the change from baseline in the average diurnal IOP
in the worse eye at 6 months. The secondary efficacy outcome measures were based on the
mean value for both eyes if both were treated, and on the values for one eye if only one were
treated. The secondary efficacy outcome measures were:

Proportion of responders at 6 months (for example change from baseline in [OP of 20% or
more by steps of 5%)

Change from baseline in the average diurnal IOP at 2 and 6 weeks and 3 months

Change from baseline in the time-wise IOPs (at 8:00, 10:00, 16:00) at 2 and 6 weeks, and 3
and 6 months

The safety variables included AEs, ocular AEs (for treated eyes only), ocular safety variables
(Best corrected visual acuity, central corneal thickness, biomicroscopy, conjunctival redness,
ophthalmoscopy and visual field test).

7.1.1.2.5. Randomisation and blinding methods

Randomisation was by IWRS with stratification by ocular diagnosis (OH or OAG) and average
diurnal baseline IOP in the worse eye. Masking was performed using vehicle to substitute for the
timolol dosing in the FDC group.

7.1.1.2.6. Analysis populations

The primary efficacy analysis was for non-inferiority and was performed on the PP population.
The PP dataset was a subset of the ITT dataset excluding patients or measurements for a given
patient with major protocol violation(s) expected to alter the treatment outcome. The ITT
dataset included all randomized patients who received at least one dose of the masked study
treatment and had at least one post-baseline efficacy measurement available. The safety dataset
included all randomized patients who received at least one dose of the masked study
medication and has a subsequent safety measurement.

7.1.1.2.7. Sample size

The pre-specified margin for non-inferiority was 1.5 mmHg. The margin was chosen for the
reasons that IOP can only be measured to a precision of 1 mmHg, and a difference of 2 mmHg
was considered to be clinically significant. The calculation for sample size also used a SD of 4
mmHg, a power of 90%, a level of significance of 0.05 and a drop-out rate of 20%. This resulted
in 190 subjects per treatment group

7.1.1.2.8. Statistical methods

The hypothesis test for non-inferiority was based on the 95% CI for the difference in the change
in IOP from baseline between treatments not including 1.5 mmHg. The 95% Cls were calculated
using a repeated measures ANCOVA model. Differences in proportions were tested using a
Cochran-Mantel-Haenszel test stratified by center.
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7.1.1.2.9. Participant flow

There were 454 subjects screened of whom 400 were randomised to treatment: 201 to FDC and
199 to concomitant (Figure 5). There were 183 (91%) subjects in the FDC group that completed
compared to 190 (95.5%) in the concomitant group.

Figure 5: Disposition of patients

H= 454
Bereened
I
N=400
Randomzed
N=201 H= 159
Treated with the FDOC Treatedwith the CCA
I—I—I I—I—l
OH patients QAG patients OH patients OACQ patients
Treated Treatad Treated Treated
H= 48 H=155 H=d4 N=155
Completed Cempleted Completed Completed
H=44 N=139 H=42 H= 148
7.1.1.2.10. Major protocol violations/deviations

There were 28 (13.9%) subjects with major protocol violations in the FDC group and 24
(12.1%) in the concomitant group. The most common major protocol violation was non-
compliance: 15 (7.5%) subjects in the FDC group and 13 (6.5%) in the concomitant group. At
Month 6 the PP population included 175 (87.1%) subjects in the FDC group and 181 (91.0%) in
the concomitant.

7.1.1.2.11. Baseline data

There were 248 (62.0%) females, 152 (38.0%) males and the age range was 19 to 85 years. In
the FDC group were 126 (62.7%) females, 75 (37.3%) males and the age range was 19 to 84
years. In the concomitant group were 122 (61.3%) females, 77 (38.7%) males and the age range
was 29 to 85 years. Ethnicity in 398 (99.5%) subjects was Caucasian. Ocular diagnosis was
similar for the treatment groups (Table 17). Gonioscopic evaluation was similar for the two
treatment groups (Table 18). Medical history was similar for the two treatment groups. Eight
(4.0%) subjects in the FDC group and nine (4.5%) in the concomitant group used concomitant
ophthalmologic medications. Four subjects in the FDC group and three in the concomitant group
used concomitant systemic corticosteroids.

Table 17: Ocular diagnosis

Ocular diagnosis FDC (N=201) CCA (N=199)
Right Left Right Left
Ocular hypertension 50(249%) | 49(244%) | 440221%) | 44(221%)
Primary open-angle glavcoma | 131 (65.2%) | 131 (65.2%) | 139 (69.3%) | 134 (67.3%)
Capsular glavcoma 12 (6.0%) 14 (7.0%) 11 (5.5%) 8 (4.0%)
Pigmentary glancoma 2 (1.0%) 3 (1.5%) 2 (1.0%) 2 (1.0%)
MNone 6 (3.0%) 4(2.0%) 3 (1.5%) 11 (5.5%)
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Table 18: Gonioscopic evaluation

Conioscopic evaluation FDC (N=201) CCA (N=19%)
(Shaffer classification) Right Left Right Left
Grade 2 (- 20 degrees) 19(9.5%) | 22(109%) | 26(13.1%) | 25(12.6%)
Grade 3 (- 30 degrees) 117 (58 2%) | 111 ¢55.2%) | 108 (52.8%) | 106 (53.3%)
Grade 4 (~ 40 degrees) 65(323%) | 68(33.8%) | 68(342%) | 68(342%)

7.1.1.2.12. Results for the primary efficacy outcome

Non-inferiority was demonstrated by the pre-defined criteria. For the PP dataset the between
treatment difference in IOP at Month 6 was 0.308 (-0.194 to 0.810) mmHg. For the ITT
population the between treatment difference was 0.315 (-0.187 to 0.817). The treatment
difference was not clinically significant.

7.1.1.2.13. Results for other efficacy outcomes

In the ITT population, at Month 6, there were a greater proportion of subjects with = 30%
response in the concomitant group: 109 (55.9%) subjects in the FDC group and 131 (67.2%)
in the concomitant, p = 0.028. There were no other significant differences between the
treatment groups in responder categories (Table 19).

Table 19: Proportion of responders at 6 months

S PP dataset ITT dataset’

FDC CCA p-value’ FDC CCA | p-value’
215% decrease 162 (92.6%) | 175(96.7%) | p=0.092 | 177 (90.8%) | 188 (96.4%) | p=0.023
220% decrease 147 (34.0%) | 160 (88.4%) | p=0.203 | 159 (81.5%) | 173 (88.7%) | p=0.052
225% decrease 136 (78.9%) | 145(80.1%) | p=0.689 | 149 (76.4%) | 155 (79.5%) | p=0.529
=30% decrease 102 (58.3%) | 121 (66.9%) | p=0.105 | 109 (55.9%) | 131 (67.2%) | p=0.028
=35%; decrease 64 (36.6%) | 78 (43.1%) |p=0297 |69(354%) |85(43.6%) |p=0.181

Source: Tables 14.2.3.1-4; Patvent counts for the datasets can be found m Tables 7 and 8

!Decrease in the mean dinmal IOP; “ITT (LOCF) dataset

}Cochran-Mantel-Haenszel (CMH) rest stratified for (pooled) center; p<0.05/5=0 0] mdicates statistical sigmficance
There were no significant differences in IOP at Week 2, Week 6 or Month 3. For the ITT
population the mean (95% CI) treatment difference was 0.551 (0.059 to 1.042) mmHg at
Week 2, 0.344 (-0.113 to 0.801) mmHg at Week 6 and 0.356 (-0.124 to 0.836) mmHg at

Month 3 (Table 20).

Table 20: Overall treatment difference at 2 and 6 weeks, and 3 months

PP dataset ITT dataset
RAL ANCOVA 3 : . .
Difference 9585 CI Difference 958 C1
Week 2 0.603 0.096 to 1.109 0.551 0.059 10 1.042
Week 6 0.365 -0.104 to 0.833 0.344 -0.113 to 0.801
Month 3 0.307 -0.185 to 0.799 0.356 -0.124 1o 0.836

Source: Table 14.2.3 5-10; Patient counts for the datasets can be found n Tables 7 and 8,

At Week 2, at the 08:00 time point, the mean IOP was significantly lower in the concomitant
group: treatment difference 0.657 (0.088 to 1.225) mmHg. There were no significant
differences in IOP at other time points (Table 21).
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Table 21: Time-wise treatment differences at 2 and 6 weeks, and 3 and 6 months

REAM ANCOVA PP dataset ITT dataset

Week 2 Differencel 95% CT' Difference’ 959, CT'

at 8:00 0.641 0.057 10 1.225 0.657 0.088 to 1.225
at 10:00 0.483 -0.068 10 1.035 0.452 -0.089 to 0.993
ar 16:00 0.684 011110 1.256 0.543 -0.010 to 1.096
Week 6 Difference’ 95% CT' Difference’ 95% CT'

at 8:00 0.458 -0.068 1o 0.954 0.426 -0.095 to 0.947
at 10:00 0.381 0.170 10 0.932 0.358 -0.173 to 0.889
at 16:00 0255 -0.291 10 0.800 0.247 0.283 10 0.777
Month 3 Difference’ 95% CT' Difference’ 95% CT'

at 8:00 0353 021610 0.921 0.376 0,179 to 0.930
at 10:00 0.206 -0.368 10 0.779 0.244 -0.314 to0 0.802
at 16:00 0363 -0.219 10 0.946 0.448 -0.120t0 1.017
Month & Difference’ 95% CT' Difference’” 9595 CT™

at 8:00 0493 0,090 10 1,076 0.520 -0.057 to 1.097
at 10:00 0.187 -0.371 10 0.745 0.212 -0.340 to 0.763
at 16:00 0.245 -0.329100.819 0.213 -0.357 t0 0.783

Source: Table 14.2.3.13-14; Patient counts for the datasets can be found m Tables 7 and 8;
'FDC-CCA in mmHg: “ITT (LOCF) dataset

There were no subgroup effects for age, gender, ocular diagnosis, corneal thickness or prior
medication.

7.1.2. Other efficacy studies
7.1.2.1. Study 01111004

Study 01111004 was a double masked, parallel group, efficacy and safety study comparing DE-
111 (a preservative containing formulation of tafluprost 0.0015% and timolol 0.5%) with
tafluprost (superiority) and concomitant tafluprost and timolol (non-inferiority). The study was
conducted at 59 study sites in Japan from May 2011 to March 2012. The study included
Japanese subjects with POAG or OH who at the end of run-in period, had IOP for either eye of 2
18mmHg, and < 34mmHg in both eyes. The study treatments were:

1. DE-111, once daily
2. Tafluprost 0.0015% solution once daily
3. Tafluprost 0.0015% solution once daily and timolol 0.5% solution twice daily

Treatment duration was for 4 weeks. The efficacy outcome measures were: change in mean
diurnal IOP at EOT; change in IOP at Week 4; IOP at each time point; and rate of change in IOP.
The study used the same criterion for non-inferiority as for Study 201051. A total of 558
subjects entered the run-in, 489 were randomised and 484 completed the study. There were
252 (51.7%) females, 235 (48.3%) males, the age range was 23 to 85 years and the treatment
groups were similar in demographic characteristics (Table 22). DE-111 was superior to
tafluprost: mean (SE) difference in change in IOP at Week 4 -1.5 (0.2) mmHg p < 0.000 (Table
23) and non-inferior to concomitant: -0.3 (-0.7 to 0.1) mmHg (Table 24). At the other time
points DE-111 was also superior to tafluprost alone, and there was no significant difference
compared to concomitant (Table 25). The mean rate of change in IOP was greater for DE-111
compared to taflupost alone but there was no significant difference compared to concomitant
(Table 26 and Table 27).
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Table 22: Demographics and other baseline characteristics (Population: FAS)
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Table 23: Changes in mean diurnal IOP (Population: FAS)

DEJIL Tafupront Taflespreat = Timalad DE-11L - Talepron DE-100 - Tadls & Tize
Messsemant | Dolffecence from WY | Mesnswment | Diffecence fom U0 | Mesnsemess | Deffecence Som WY Eerproay soaspaison Enini g compaiinog.
(mmKg) (mmg) (mmBg) (==mHg) (=B (mmBg (=mHg)
Pazed Pacped Pared it ]
Mean+iD | Mem+5D | foes | Meam+5D | Mesn+5D | poes | Mean+SD | Mesm+SD | paes confidence confidence
Timing: o -] Fraue on 7] Frabue 7] o Pralue | Mean=5E mierrl | Pvalue | Meas®SE meral | Prale
Week 0 Ieg=10 191=21 Wi=12
[RL1] 1.5 15
Week 2 170=24 2618 | 0000 | 1EN=23 £9=17 | 0000 | 171225 221218 | 0000 | 47202 21m-l3 | 0000 | HX:02 L7l | 20
{160 &m [En osn {160 &0
Esdaf 170=24 2d=18 | 0000 | (p3=22 08=17 | 0000 | 1T1=23 23=1g | 0000 | 17=02 21m-13 | 000 | 03=02 LTl | amg
et {161) [HETH] (188 (1853 {1453 (4111
penod
Imtermronp comp wran pard d bated on st of covanaccs. nang baekss vakie ot covanater.
Table 24: Changes in mean diurnal IOP (Population: PPS)
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Table 25: Changes in IOP (Population: FAS)
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Table 26: Mean rate of change in diurnal IOP (Population: FAS)

DEIIL f T —— Talhpront = Temolal DE.111 - Talguon DE11 - Tall & Tima
Meanmement | Dufferescs from W0 | Mesnmemest | Diffevence from W0 | Meameemest | Defference from WO Isergronp coapanisoe Imergron cempanisen
(mmHp) (e ] Immip (] (g [t M ™l
Fuued Paued Pauwd o e
Mean TS0 | Mem5D | poes | Meant3D [ Meas*ID | pees | Mem=iD | Mes=5D | bes confidence | Lien confidemce | Lbest
s L] [44] Fralue a0 [1:4] Pk 41 [, 1] Pralne | Mean~SE intenal Porados | Mean+SE meerval I ealo
Week LTS T JUEES JLEESE]
] 65 (45
Week 4 1To=2d | JA30=R6 | 0000 | 1R3I=dR A6=g8 | 0000 | 170ers | apa+sd | 0000 | &s5=10 | -104w6 | 0000 | a&s0 | Jéwdd | 0102
rledn (R 1] 163) 143) [{L3)] [HL 1]
End of 1To+24 ARI+ES | 000 | 183520 d+R8 Qooo | 1TI+1S Ji4+83 | 0000 | RSE10 | 104w S8 | DODD | LLTHID A8mi3i | 0097
twatamen! HEH] [ L10] &0 [$L5 ] [ L8]] [LL51]
o
Table 27: Change rate in IOP (Population: FAS)
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7.1.2.2. Study 01111005

Study 01111005 was a double masked, parallel group, superiority study comparing the efficacy
and safety of DE-111 (a preservative containing formulation of tafluprost 0.0015% and timolol
0.5%) with timolol. The study was conducted at 16 study sites in Japan from May 2011 to

February 2012. The study included Japanese subjects aged = 20 years with POAG or OH who, at
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the end of the run-in period, had IOP for either eye of = 18mmHg, and < 34mmHg in both eyes.
The study treatments were:

1. DE-111, once daily
2. Timolol 0.5% solution twice daily

Treatment duration was for 4 weeks. The efficacy outcome measures were: change in mean
diurnal IOP at EOT; change in IOP at Week 4; IOP at each time point; and rate of change in [OP.
The study included 166 subjects: 82 treated with DE-111 and 84 with timolol. There were 90
(54.2%) females, 76 (45.8%) males, the age range was 24 to 81 years and the treatment groups
were similar in demographic characteristics (Table 28). DE-111 was superior to timolol: mean
difference (95% CI) in change in IOP at Week 4 -1.6 (-2.2 to -0.9) mmHg, p < 0.001 (Table 29). At
the other time points DE-111 was also superior to timolol (Table 30). The mean rate of change
in IOP was greater for DE-111 compared to timolol (Tables 31-32).

Table 28: Demographics and other baseline characteristics (Population: FAS)
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Table 29: Changes in mean diurnal IOP (Population: FAS)

DE-111 Timolal DE-111 - Timolal
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Table 30: Changes in IOP (Population: FAS)
DE-111 Timolol DE-111 - Timolol
Difference from same Difference from same
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Week 4 17627 41%22 | 0000 | 193+32 -23+23 | 0.000 1804 -26~-1.1 0.000
Obr ()] a9 (83) 3
Week 4 17532 -3.0x£25 0.000 18736 -l.9£24 0.000 -1.0+04 -18~03 0.009
b an an (82) (32
Week 4 17.3+3.1 27+29 | 0000 | 18.8+35 So+25 | 0.000 1.7+04 -25~08 0.000
8hr an an (81) [}V
End of 17.6£27 40%22 | 0000 | 19.3+32 212+23 | 0.000 -1.8+04 -25~-1.1 0.000
fegtmient [C3)] (82) (84) 34
period Ohr
Intergroup comparison was performed based on analysis of , using baseline values as
Table 31: Mean rate of change in diurnal IOP (Population: FAS)
DE-111 Timolol DE-111 - Timolol
Messurement | Chiference from W0 | Measwement |  Dufference from W0 Infergroup companson
(memHg) ) (mamHg) ") s}
Pazred Pared
Mean=5D | Mean=5D ttest | Mean=35D | Mean=5D | tpest 95% confidence | T0eH
Timng ™) ™ P vahse ™) ™ Pvahse | Mean=5E interval P value
Week 0 08=21 07+21
&2 (B4)
Week 4 174=27 -159+99 | 0.000 19.0+33 $6+100 | 0000 1316 -104~-42 0000
Legt) (19 B3 (83)
End of 17527 156100 | 0.000 190+33 45100 | 0000 SRES N ] A02~41 0.000
eatment (B 82y (84) (84)
penicd
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Table 32: Rate of change in IOP (Population: FAS)

DE-111 Timalol DE-111 - Timolal
Dufference from same Dufference from same
Mesparesoent tume poant at WO Measugement tme poit at WO Imergroup compansen
(moFig) ) (o) ] [
Paired Puired

Mean=5D | Mean=5D0 | tpe | Mem+5D | Mean=5D | jdest #5% confidence | 0
Timung (1] [} P vuloe i} ] P valuoe Measn= 5E merval P vulus
Week 4 20.7+27 B33

(&2 (B4)
Week 0 NT=114 4=17
O (L&) 24
Week 0 M4=25 HEE1E
he [t 7] (84)
Week 0 No=11 19827
Bhe & (B4}
Week 2 180=21 16797 CLD0o 193+35 JoS=+=118 | 0000 H3=17 p5--29 0D0n

L&) (3 (B4) (B4}
Week 4 176=27 A50+102 | 0pdd 193+32 AoT7+106 | 0.000 Bi=16 -11.5~.51 0000
Uhe 7% m (B3} (B3}
Week 4 175=32 | 43=119 | Q000 | 187+34 H5+117 | 0.000 48=19 A 5=~.1.1 0011
Thr n {m B2 &
Week 4 113x3] A30+136 | 0DDO I188+315 S50+134 0.001 B0=21 423~-318 0000
Ehs amn o (81} (81}
End of 176=27 | JA85+103 | Q000 | 193+32 | .10%=+107 | 0.000 Bo0=14 A1 2~48 0 000
Ireatment (10 ] {82y (B4) (B4}
peneod Ohr

7.1.2.3. Study 01111006

Study 01111006 was an open label, long term safety study in subjects with OAG or OH. The
study was conducted at 11 study sites in Japan from May 2011 to May 2012. The study enrolled
Japanese subjects with POAG, exfoliation glaucoma, pigmentary glaucoma or OH in both eyes;
requiring administration of drugs in both eyes, IOP in both eyes = 13 mmHg and < 34 mmHg
under treatment with two or fewer drugs or without treatment. The study treatment was DE-
111 in both eyes once daily for 52 weeks. There were 162 subjects enrolled, and 136 analysed
for efficacy and safety. There were 81 (59.6%) females, 55 (40.4%) males, and the age range
was 25 to 85 years. To the end of Week 28, the mean (SD) change from baseline in IOP was -1.5
(2.2), p<0.001, and mean (SD) IOP change rate was -8.8 (12.3) %, p < 0.001.

7.1.3. Analyses performed across trials (pooled analyses and meta-analyses)
There were no pooled analyses or meta-analyses.
7.1.4. Evaluator’s conclusions on clinical efficacy for reduction of IOP

Taptiqom (tafluprost 15 micrograms/mL and timolol [as maleate] 5 mg/mL) was superior to
either active component administered as monotherapy, and non-inferior to both active
components administered concomitantly. In comparison with timolol as monotherapy the mean
difference (95% CI), FDC - TM, in change from baseline in average diurnal IOP at 3 months was -
0.885 (-1.745 to -0.044), p = 0.044. In comparison with tafluprost as monotherapy the mean
difference (95% CI), FDC - TM, in change from baseline in average diurnal IOP at 3 months was -
1.516 (-2.044 to -0.988), p < 0.001. In comparison with timolol and tafluprost administered
concomitantly the treatment difference in IOP at Month 6 was 0.308 (-0.194 to 0.810) mmHg.

The secondary efficacy outcome measures supported the primary efficacy outcome measures.
The data from a similar product (preservative containing FDC tafluprost 0.0015% and timolol
0.5%) were also supportive of the pivotal studies.

The criterion for non-inferiority was clinically significant and the statistical analysis was
appropriate. The population included in the pivotal studies was similar to the patient
population intended for marketing in Australia.
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8. Clinical safety

8.1. Studies providing evaluable safety data

The following studies provided evaluable safety data: two pivotal studies, one PK study and four
supportive studies.

8.1.1. Pivotal efficacy studies
In the pivotal efficacy studies, the following safety data were collected:
AEs
Ocular safety measures and local tolerability
Laboratory tests

Vital signs

8.2. Pivotal studies that assessed safety as a primary outcome

There were no pivotal studies that assessed safety as a primary outcome.

8.3. Patient exposure
Study 201150, there were 14 healthy volunteers treated with FDC once daily for 8 days.
In Study 01111002, 16 healthy Japanese male volunteers were exposed to DE-111 for one week.
In Study 201050, there were 283 subjects treated for up to 6 months with FDC.

In Study 201051, there were 201 subjects exposed to FDC for up to 6 months. There were 198
subjects treated in the left eye and 192 in the right eye.

In Study 01111004, there were 161 subjects exposed to DE-111 for up to 4 weeks.
In Study 01111005, there were 82 subjects treated with DE-111 for up to 4 weeks.

In Study 01111006, there were 136 subjects exposed to DE-111 for up to 52 weeks, with 115
exposed for > 180 days.

8.4. Adverse events
8.4.1. All adverse events (irrespective of relationship to study treatment)
8.4.1.1. Pivotal studies

In Study 201050, in the TM strata, ocular TEAEs were reported in 23 (24.2%) subjects in the
FDC group and ten (10.6%) in the TM. The most common ocular TEAE was hyperaemia,
occurring in five subjects in the FDC group (Table 33). Non-ocular TEAEs were reported in 24
(25.3%) subjects in the FDC group and 31 (33.0%) in the TM group (Table 34).
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Table 33: Ocular adverse events by preferred term, causality and severity! - TM stratum

Preferred Term FDC (n=95) TIM (n=94)
Investigations mild | mod. | sev. total | mild | mod. | sev. total
IOP mereased 1 1 1 1 2
Related mild | mod. BV, total | mild | mod. 8V, total
Conjunctival hyperaemia 4 4

Dry eve 2 2 1 1
Eve umitation 1 1 2 3 3
Eve pam 2 2 1 1 2
Eve pruritus 3 1 4

Foreign body sensation m eves 3 3

Ocular discomfiort 1 1 2

Ocular hyperaemia 4 1 5

Vision blurred 1 1 2 1 1
Not Related’ mild | mod. | sev. | total | mild | mod. | sev. | total
Eye pruritus 1 1 2

Vision blurred 1 1 1 1

TA single AE is counted once for each patient, by

X seventy and strongest cansaliry, reported for 2 patients or
more per prefierred term Source: Tables 14322 5and 143226

Table 34:Non-ocular adverse events by preferred term, causality and severity! - TM

stratum

EDC (a=95)

TIM (a=04)

total

mod. | sev. total

Not related mild

Angina pectoris 1

Back pamn

Blood pressure increased

Bronchins

w-—-—-+—-gl
3
g

Chronic obstructive pulmonary
disease

Cough

Fall

Headache

Hyperension

Influenza

Nasopharyngitis

i | b | B

Pyrexia

e e | s el | = 2

Rhinatis allergic

| | | R | G | bk | Bt | s

Tonsilling

Ll el el LN R R T I

Tngenunal neuralga

.l

1
3
3
3
3
1
1
1
2
and

TA single AE is counted once for each patient,

DY DIECCIMIm SEVenty

causality, pot related events are

reparted for 2 patients of more per prefemed term oaly, Source: Tables 14322 10 and 1432211

In the PG strata, ocular TEAEs were reported in 49 (26.1%) subjects in the FDC group and 41
(21.9%) in the tafluprost. The pattern of TEAEs was similar for the two treatment groups (Table
35). Non-ocular TEAEs were reported in 54 (28.7%) subjects in the FDC group and 44 (23.5%)
in the tafluprost group (Table 36). Headache was reported in seven (3.7%) subjects in the FDC
group and three (1.6%) in the tafluprost.
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Table 35: Ocular adverse events by preferred term, causality and severity! - PG stratum

Preferred Term

FDC (N=188)

TAF (N=18T)

Inwestigations

mod.

V.

total

moed.

Y.

IOP imncreased

3

Related

mnd,

total

Conjunctival hyperacmia

2
il
2

Dy eve

E.r_';'thumuct'q'eijd

SEEEEE

Eye uritation

Eve pain

Eve pruritus

Evelash discolouranon

Evelash thickenng

I R

Eyehd oedema

Foreign body sensation m eyes

Growth of eyelashes

Oxcular hyperasmma

ek

Photophotna

Viston blurred

A | | s | Pl |

Not-Related

%..___w

Conpunctival haemorthage

—EEH-H—HFJ

_rthUINH-LHI-Iwﬁ

Conpunctival hyperacma

Conjunctivites

Eve umitation

Eye pam

Foreign body sensation m eves

Lacnmation increased

Meibomianitis

Ocular byperaemia

Photophobia

Vision blurred

Ll e A AR R K

Visual impatrment

Bl | Bl | s | Gl |

b f bl | e | [

Vitreous floaters

2

P | i | Bl | o | | | Gad | Bl | O | el | e | Bl |

'A sngle AE 1s counted omoe for each pabent, by maximum
maore pef prefermed term; Source: Tables 143325 and 143328

sevenity and strongest causality, reported for 2 patients or
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Table 36: Non-ocular AEs by preferred term, causality and severity!. PG stratum

Preferred Term FDC (N=155) TAF [(N=187)

Related mild | mod. SV, total | mild | mod. SV, tatal

Asthima 1 1
Ear pain 1 |
Envthema 1 1
Dizrimess 1 1
Headache 1
Nazal drymese 1

Nausea 1

Sensory disturbance 1
Orapharyngeal pain 1
Paraesthesia oral 1
Vertigo 1 1
Wision blurred 1

Back pamn 1

Branchins 2 2

Caronary arary saenasis 1
Caugh
Dhzziness
Headache
Hypertension

Bl | Bk

b [ | | B s | | o | e

(]
-

Influenza
Insomnia
Nasophanyngitis
Crophanyugeal pan
Pain in extremity
Fharyngits
Fyrexia
Eespuatery tact miecton 1 1
Sinusitis 1 1
Upper resparatory tract
infection
Uninary tract infection
Umicaria
Vertigo
Venubng

TA single AE i3 counted once for each patent, by masamum seventy and strongest causality, not rebted events are

WA e | | 0| el |l | e
B | 00 bk | O bl | el | i s | | e | e

Bd | bd | o | | e |

el LA E LR R ]
o | e | Bl | R | om G

-
—
-
[

-
—
LB

o f o o |
| bt || B

¥ ol

In Study 201051 there were 169 TEAEs reported in 84 (41.8%) subjects in the FDC group and
175 reported in 88 (44%) in the concomitant. There were 89 ocular TEAEs reported in 51
(25.4%) subjects in the FDC group and 98 reported in 55 (27.6%) in the concomitant. The
commonest ocular TEAE was ocular hyperaemia, occurring in 13 subjects in the FDC group and
10 in the concomitant (Table 37). There were 80 non-ocular TEAEs reported in 49 (24.4%)
subjects in the FDC group and 77 reported in 51 (25.6%) in the concomitant. The commonest
non-ocular TEAEs were hypertension, occurring in four subjects in the FDC group and three in
the concomitant, and rhinitis, occurring in three subjects in the FDC group and four in the
concomitant (Table 38).
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Table 37: Ocular adverse events by preferred term, causality and severity (patient count;

reported for 2 or more patients per term)

AE Preferred Term

FOC (N=201)

CCA (N=199)

Related

mod. | severe

total

mod. | severe

total

Abnormal sensation in eve

L

L)

Blepharal pigmentaton

Conmunctival hyperasnua

Ll L

= | Bk | e

Conjunctivitis

Conpunctivits allergee

Dry eye

Eyr imitation

Eye pain

Evye pruntus

Eyelash discolouration

=

Evelash teckemng

Eyelid oedema

b | e | i | |

= b | e | da | e | P |

Foreign body sensation i

()

Bt | Bk | | s | | b | s | e

d

WA b | e | e | e | e | LA B

eves
Glaucomatous optic disc
atrophy

L)

Growth of eyelashes

wh

Ins hyperpigmentation

Ocular discomfort

Ocular hyperaenma

Phetophobia

Punctate keratitis

Visson blurred

= | | b | =

e o o o | | | =y

Visual field defect

B | ot | = | b | =

5]

o PR N N P

Visual imparment

L&)

Not Related

tatal

:

Cataract

L

Comunctival hyperaenua

Comunctivibis

Dry eye

Eve discharge

Eye pain

= | e | o |

Glavcoma

2
12

| B | e | e | | e | B

Visual field defect

3

1

A sngle adverse event is counted once for each pateent, by manumum seventy and strongest cansabity, Sowrce: Tobles

MA25ad 4326

“Indicated Belds inctude 1 event each that happened in untreated eves.
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Table 38: Non-ocular adverse events by preferred term, severity and causality (patient

count; not related events are reported for 2 or more patients per term)

FDC (N=201)

CCA (N=199)

Related

moad.

EVere

mod,

Ve

Asthama

Dazzaness

Drvsgeusia

Dyspnoea

total
1
1
1
2

Headache

Hypoaesthesia oral

Orophanymgeal pam

Tonsllins

e R T

Urticana

Not Related

SEVETE

total

Artbralga

Back pan

Bronchans

Coniusicn

I—I-ll-l'l-lNE—

| b |

[0 N

k| bk | e | Bl | B | B | R | e

Headache

Hypercholesterolacmia

Hypertension

LT

Influenza

Ligament spran

Nasopharyngitis

| e [ | | |

= e B | ==

o | B | G | e | S ] e |

Oropharympeal pasn

Otvtes meedaa

Respiratory tract infection

Rhanites

Rhanorrhoea

o [ | e || B |

Unnary tract infection

B | o | | =

1

Viral mnfection

1

| | o | [ |

8.4.1.2.

Other studies

In Study 201150 there were 23 TEAEs in eleven (78.6%) subjects with FDC, 28 in 13 (86.7%)
with tafluprost, and 10 in eight (53.3%) with timolol. The commonest TEAE was ocular
hyperaemia, reported in nine (64.3%) subjects with the FDC, nine (60.0%) with tafluprost alone
and four (26.7%) with timolol alone. The most common non-ocular TEAE was headache,
reported in three (21.4%) subjects with the FDC, two (13.3%) with tafluprost alone, and one
(6.7%) with timolol alone.

In Study 01111002 all subjects reported at least one TEAE. There were 38 TEAEs in the FDC
group, 39 in the tafluprost, 19 in the timolol and 48 in the concomitant. The commonest TEAE
was punctate keratitis (Table 39).
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Table 39: Adverse events by causal relationship (safety analysis set)

DE-111 Growp Tafluprost Growp | Timale] Gerosp Concomutant medication
Incidence: 1618 (100.00 Iecidence: 16714 (100.0 Incadence 13716 (81.5) Incidence: 16716 (100 0)
Causal relationshap Causal relaticeship Casal yel bap Causal pelaticeship
Canbe | Camnotbe Canbe | Cammotbe Canbe | Cannot be Canbe | Camnot be
raledont | radedow | Totd | ruledout | ndedoss | Toml | naledomt | ruledow | Tond | muledou | ndedowt | Toul
System onpam Preferred term.
class (SOC) FT)
Oculsr disorders | Abnormsl
HERIANST B £V = 2025 2015 = = = = = = - AE5M] A0
Asthenopes BT T - - - -
Compunenal
edema = 40250 40250 163} S| 607H - . . 1@%] 4050 gLy
Comeal edema - - - - - - - B - - 1065y L{e5)
Eve duscharge -] (%] {1 . 165} 165y . IR Lig5) . .
Ocalar arstahion i . : A g = K : . d 1wm]  1ewm
Ocular pain - - . - 165 [TE] - - - -] MIAEH]  3LE
Lacnimation
increased = LiEd) 180 - 183 1663 L = - . * =
Phot = F d o R S(L2H . = - -] Aiam 3155
Puncase keranm o THLE | TELE <] IOEREN] 100825 -] 4| Aam -] I0gERS)) oS
Visson blarred = (&3} 183 - - - * Lien 183 - 1063 L{E3)
Vizreous flosters - - - - - - L{ER - 1EH - - -
Fereige body
METNNAN 1R eVed - JEE| 085 . {115 b {BE3] = (15| (1S . I8N pIiE ]
Compunctrval
Ivperesua | vein| Bsen J umanl wes  orwm| rwm J gl vesn
Ocalar pranius % 13} 1083 - - = + = - 1063y LiEd)
Sobiotal -|  LS{E0O| L& (I0Op -] RSN |  IE0m -] LELR| LELR LT
Infections and Eord - - BT B ETE) = = N F g
imfesatioss Entents
infiec tious - . T ]
Sattotal FITET] -]  I(L% 1 {63} ] 1igH
Latormony tem | Feart re
decreased - - 2 4 = - - e : 1085y Lied)
Satiotal - P - - - : N T ) T T
g Rlan 1 (&3 - 1 - - : - -
Rm-&:rd E3) L))
et
disorders 14633 | e
Total {munber of
cases) L L) u ] L] L] 2 17 1% 1 a7 L

In Study 01111004 TEAEs were reported in 37 (23.0%) subjects in the DE-111 group, 32
(19.5%) in the tafluprost and 20 (12.3%) in the concomitant (Table 40). Ophthalmic TEAEs
were reported in 21 (13.0%) subjects in the DE-111 group, 20 (12.2%) in the tafluprost and 18
(11.0%) in the concomitant. The commonest TEAE was punctuate keratitis: seven (4.3%)
subjects in the DE-111 group, five (3.0%) in the tafluprost and seven (4.3%) in the concomitant.
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Table 40: AE incidence rates by causality (Population: Safety analysis set)

DE-111 Tafhugrost Tafhuprost + Timelol
Incadence rate: 37/161 (23.00 Incidence rabe: 327164 (19.3) Incrdence rate: 200163 (123)
Caunal relatiomship Cawnal relationdhip Causal relarionship
Net Not Not
Deraable | demabbe Total Demiable | deniable Toul Denzable | demiable Total
Ear and Tismetus v : - 1(0.8) o 1 (0.8 - -
labymmth
disonders Sabionl - - - 1(0.6) - 1 (0.6 - -
Eye disorders | Asthenopa - 1{0.6) 108 1(0.6) - 108 - - -
Blepharal
plEmentaton - . - r . - B 1{0.6) {08
Hlephann: . . ST ] -l L& = L& 108
Conjunctival
hasmornbuge . : - 10D - LD 1(0.5 - 1{0.5)
Conjunctning - . - - 1{0.6) 1{0.8) -
ConpRctivitis 1(0.6) 1(0.8) L a
Erythema of
eyehd - 1106y 108 * + * = * =
Eye uritation - LY 2{L.Y 1(0.6) 1(0.5) LY - 1 (06) 1{0.8)
Eye pain - 100.:6) 1{0.8 - - - - - -
Ferutis 1 : - 1(0.6) . 1{0.5 - -
Ocular
bryperaemis - LD 2(L.D - - - - 1LY 2{L.Y
Photophobia - . . . . . - 1(0.6) 1{0.8)
Punctaie
kenatitis 1 (0.5) §03.T) T{4.3) 1(0.6) 4024 L £ K] LY I T{43)
Visicn bhamed . r - A 1008 1{0.8 - &
Viktreous
floaters 10.6) -l 108 - - - - 2 .
Growth of
evelashes - - " . - - - vo&| 108
Foreagn body
Lensation i
eyes - - - - 100.6) 105 1{0.8) - 1{0.8)
Conjunctival
Brypersemay 1 (0.6) RIER ] 63T 1 (06} 4024 3.0 1008y ELE ] 4(1.5)
Eyelids prrvtus . . - - - - - 1 {06) 1{0.8)
Eye pruzins - 1(0.8) 108 . 1(0.5) 1008 - 212 2{l.Y
Comeal
disorder 1(06) - 1(06) - . " o ¥ -
Subonl 425 17008 ) 21030 TEN| 10H| WdLn 405 HEsH| 1B01D
Gastromtestmal | Duarrhora - . - 1{0.6) - 1{0.8) - - -
disorder
Subotal . : - 1(0.6) i 1{0.5 -
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Table 40 continued: AE incidence rates by causality (Population: Safety analysis set)

DE-i11 Tafluprost Taflegrost = Timolal
Incidence rate: 377161 (23 0) Tncidence rate: 32164 (19 ) Tncidence rate 20163 (12.3)
C sial relationshap Causal relationship Causal relationshp
et Kot ot
Demable | denisble | Total | Demiable | demisble | Total | Demuable | demisble | Total
mm Chest pamn - . - 1{0.6) . 1 10.6)
:mm m 1008 A 108 i : .
Subtotal 106 A o 1ae] 106 A 106
Infections and | Herpes zoster . . : ; . | 1oe 4 108
i iasiem 106 1 ee . . :
Kusopharyngin
s sG.T - sam| 30m | sam| am 4 am
Subtotal THn 0 Tan| iam | 3am| am ST
Inyury, i Arropod stimg | 1(0.8) -] 1{08)
m,mm m ’ J 1w J 106
Hand #acture 108 -l 108 - - - - - -
Comtunion 1 (0.8 - 1 (0.6 s c
Thermal bum : ; ; . : AT 108
Lisnbs counbung
ingury 10.8 -l 108 - - -
Subtatal 0n - 200 100.6) - 1 0.6 1008 - 160.8)
wmu- Back pain 108 108
SPRRELM. — ; 3 d am N
Muscle spasms | 100.6) N T T A ; - : : 2
Fenartitis - . -l e ST T
Muscle fatigae 108 -l 108 - -
Subtotal 39 AEERD LT d 3am
Neoplasm Basal cell
bemign. caromoma » . - 1 (0.6} . 110.6)
el B
(imed eywts and
polypt) - . 0 108 Jd 0 18 i 5 .
Nervous Dizomess - - - 1(0.8) - 100.6) - - -
fvstem
desendess Subtatal . . - 108 - 1)
Feprodochve Drymmenorrhoea 1 (0.8 a 1 {06y 1 {0L&) = 1 0.8y
:::u::h Mesorhag - - -l 10E) A 108 : : E
Subtotal 108 -l 1ee| 10D -l 202
Respirory, | Cough 108 -l 108 - - -
meduna | Sobonl
dasenders 10.6 - 1006
Vascular Hyperention 1{(0.8 . 106
e Subtotal 10.8 HEETT
Total (zases) i 19 £ 1 1 6 ] 1% 1

In Study 01111005 TEAEs were reported in 21 (25.6%) subjects in the DE-111 group and 12
(14.3%) in the timolol. The commonest TEAEs were: ocular hyperaemia, occurring in six (7.3%)
subjects in the DE-111 group and one (1.2%) in the timolol; and conjunctival hyperaemia,
occurring in five (6.1%) subjects in the DE-111 group and one (1.2%) in the timolol (Table 41).
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Table 41: AE incidence rates by causality (Population: Safety analysis set)

DE-111 Tunedol
Incidemce rate- 2182 (23.6) Incidence rate: 1284 {14.3)
Crnal relationship Cauzal relatiopship
- Mot Mot
Deentable | denishle Total Deniable | deniable Total
Earand Memere's
labyminth dissase - - - 105 - 1015
e Subtonal : : - ran I an
Eve dusorders | Blephantis - - - 1(1.% - 1{1.%
Conjumctival
haemomrhage . - - 1{1.2) (1.
Eczems eyelids . - - 1.0 - 1Ly
Erythema of
eyelid Sl an] 14y - - -
Eye imtaticn . 2{24) XL Y] » %
Evebd oedema - 1.0 1.9 - - -
Inas - 1.0 1.0 - - -
Keratitiz - 11 1413 ® = 3
Ocular
hvperasmmia . §(7.3) §(1.3) - 1015 1.0
Punctate
keratits ) e 3. & : =
Ceanmctival
hyperaemua - 5i6.1) S0 1{lh - 11y
Evye prurrnas 1q(1.2) 1{1.% - 3,
Comeal
dasorder 1an] 1an| 208 1an|l ran| 2048
Subtotal 2004 1s0eH| 1B 4(48) EYEN] T8RN
Infections and | Ademoviral
panasitic conjunctivitis 1.0 - 1{1.h - - -
R Natephanynygin
1 Q4 - 124 (e - 336
Subtatal I - 3G (e - e
Laberatory test | Blood presnme
increased - - - 1LY - 1Ly
Subtotal - - - 1{1.1 - 115
DE.111 Timadel
Incidence rate: 21782 (25.6) lacadence rate: 12754 (14.3)
Cauzal relsnenship Caszal relanonship
Mot Not
Deasable | denishle Tatal Deniable | denisble Todal
Musculeskeleta | Back pun 1{1.Y - 115 - =
land
connective Sulsatal
nssue disorders 1.3 - 11y - -
Nervous Headache - 1{11) - 1{1.%)
disorder
i Subtotal : 1012) 1 10
Pesparatary, Upper
theracic and Tespiratory wact
mediastinal inflammanon 1LY - 1LY - -
o Oropharyngeal
pam 11y 11y £ g
Subtotal 108 04 - .
Vascular Hypertension . 1{1.% - 1{l.%
s Subtotal i £ A an A4 wan
Total (cases) 4 n la 11 i 14
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In Study 01111006 TEAEs were reported in 81 (69.6%) subjects. Growth of eyelashes was
reported in 29 (21.3%) subjects (Table 42).

Table 42: ADR Incidence rates by severity (Population: Safety analysis set)

DE.111 (Taflpron nam.) DE.111 (Tesaled ns.m) DE.111 (Tafegprost = Tenslsl ) DE.II (AL
Tocudenew rane 212533 ) Iordence rae 1045 (200) Iacsdence rw 104300 1) Tacsdence rowe 12138038 )
Sevensy Srveny Sy Seomsy
Mad | Moderate | Severe Tioesl Ml | Modeaw | Severe Toul Mad | Mloderate | Severe Tioead Muld | Moderate | Severe Toml
Evedomderi | Bdephanal
pEeuna LILEY) - -l Man| b - -] 30| 1ah - - tan| #EH - - Pigd
Blrphama - | 1en - | ren| 1emn . .| 1@m
Cospmcnval
depoant E . . . - . . | 12n B | tan| ¥ E | 1@en
Cospacival
brmerthage - | i2h . -] 1an B - X -| 1aT . .| 10n
Deyeye 121y . - 1en| 1an - -l 1en B | B -l an
Eye amizitcs . - - . . . - | i@ . -| ¥om] b . - inh
Sumben ryvi | 1ah ) | 12n| 1w » | 1en
K 120 . | 1an . . . | 1T B < 1@
Dheczeased
Iermance, 12 . - 1 - . ; & . z = -] HOT 2 .| 107
Cheulas
Eyproema B B - . - . B | 1en B | wan| ¥en B | 107
Prminie
brrassy FILE Y] - -| &R 3T . | 3Em| 4T - - aT| wosey B - BEE
Trachaam E - . ] 1an . - 12n B - - SERT E . 107
Crowth of
wrlatey [E ] Byl . -l MEEn| TH - | 1rm| ToeR B «| TOAn] 21y B | @21H
Foerups body
RS
o " . . | 12n . | 1@en| 1en - | wan| 0 B | am
Cenpmcival
bpeieans FICE T . - Jisn| sawn - | damn| 105 . | 1@B] RS - - o
DE-11) (Tallgmest rman) DE (Temeled nm ) DE-111 (Talegrost = Tomchel rmend DET AR
Landene rose 2148 (1) B) Incademce pse 1043 (40 0) Iacsbemce pte | 1A 000) Inrslence rime S21M008 1)
Sevenity Sy Seventy Sty
M | Madew | Seww Teesd Mid | Modersw | Seee | Tomd A | Moderste | Sevee Teed MM | Modervw| Sever | Toml
Eyeleds przem. - - - - 12b - -l 1eh - - - -| 18T - - 10T
Eye pranas, 12 . - ren - - N . B - g -] 1T - - 107
Sekecea] NN - | s ToTn — - 1TGTE) o0 - =] 13 30.0] o7 - -l HOTH
Nervees e, | Hesdacke = = - - . = X . 125 - - on 1T - = 107
- Sucheceal . . . B 125 - -] t2n| wen - - 1@n
Sz end Crzeralined ik - - - - -] 125 -l 1ab - - - - -l 1@ | 100
b o
e dncrdeny | St - e . o - 180 | 1en - = , = | 10T | 10T
Tetal (Caan) 24 . - b ] - 1 . n 20 . . b n 1 . 7
Na of Sobwects (%) !

8.4.2. Treatment-related adverse events (adverse drug reactions)
8.4.2.1. Pivotal studies

In Study 201051 the commonest ocular TEAE attributed to treatment was ocular hyperaemia,
occurring in 13 subjects in the FDC group and 7 in the concomitant (Table 43).
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Table 43: Non-ocular adverse events by preferred term, severity and causality (patient
count; not related events are reported for 2 or more patients per term

FDC (N=201) CCA (N=189)

Related mild | mod., | severe | fofal | mild | mod. | severe | folal
Asthma 1 |
Dirzmess
Drysgeusia
Dyspaoea |
Headache 1 1
Hypoaesthesia oral
Oropluaryageal pain
Tonsllits

Urtecana 1 1

o v o [ | |

Not Related mild mid, | severe | toial mild mod. | severe | dofal
Asthralgia
Back pan
Bronchatis
Contusaon
Cough
Cysuns
Drzzmess 1
Haemorthouds 1
Headache
Hypercholesterolaenua
Hypertenuon

Influenza

Ligament spram
Nasoplaryngitis
Orophanmgeal pain 1 1
Otitis media 1
Respuatory tract mfection
Rhunats

Rhunorrhoea

Unnary tract wfection 1
Viral infection 1

L]

b

= | g | e

| o | | | e

Lol LN LA

bof | bod | o |

ol | e | e | b | B | B | R | e

i | [ | e | |
ot [ f o ||
i | o | | e | o | | | =
-
-

b |

b | o | |

= | [ o | | |
-
e o f

8.4.2.2. Other studies

In Study 201150 there were 20 treatment related TEAEs in 11 (78.6%) subjects with FDC, 19 in
12 (80.0%) with tafluprost, and 6 in 5 (33.3%) with timolol.

8.4.3. Deaths and other serious adverse events
8.4.3.1. Pivotal studies

In Study 201050 there were no deaths. In the TM strata, there were two subjects in the FDC
group with SAEs (ischaemic stroke, wrist fracture) and four in the TM (retinal vein occlusion,
lung squamous cell carcinoma, acute myocardial infarction, vertigo). In the PG strata, there were
five subjects in the FDC group with SAEs (hepatic cirrhosis / anaemia / toxic encephalopathy,
coronary artery stenosis, adenolymphoma, vertigo, transient ischaemic attack) and four in the
tafluprost (coronary artery stenosis, arthralgia, endometrial cancer, benign soft tissue
neoplasm).

In Study 201051 there were no deaths. SAEs were reported in six (3.0%) subjects in the FDC
group and six (3.0%) in the concomitant (Table 44). None of the SAEs were ocular. One SAE was
attributed to treatment: asthma in a subject in the concomitant group.
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Table 44: Summary of Serious adverse events

EFDC Conccmitant
(H=201}) {N=134]
System Organ Class Preferred Term = H & F H ]
Total Total T [ 3.0 ] & 3.0
Gastrointestinal disordors Colonic polyp - . . i 1 0.5
Gastrointestinal ulcer hasmorrhage i i 6.5 It . .
gastrocesophageal reflux discase : : i 1 1L 0.5
Mechanical ileus . . . 1 1 0.5
oesophageal ulcer haemorrhage b ; - 1 1 0.5
Thromboais mesenteric vessel 1 1. 0.5 : ;
Hepatobiliacy disorders Post cholecystectomy syndrome 1 1 0.5
Injury, polsoning and procedural complications Humerus fracture X 1 0.5
Ligament sprain 1 1 0.5
Beoplaoms benign, malignant and unspecified (incsl Gastric necplasm X ; ¥ 1 1 0.5
cy=cs and palyps)
Nervous system disordecs Ischaemic stroke 1 1 0.5
Rennl and urinary disorders Diabetic nephropathy 1 1 g.5
Respizatory, thoracic and mediastinal disordera Aschma " ; F 1 I 0.5

8.4.3.2. Other studies
In Study 201150, Study 01111002 and Study 01111004 there were no deaths and no SAEs.

In Study 01111005 there were no deaths. There was one SAE during the run-in period:
intestinal carcinoma, considered to be unrelated to study treatment.

In Study 01111006 there were no deaths. SAEs were reported in six (4.4%) subjects: bile duct
cancer, corpus uteri cancer, small cell lung cancer, acute myocardial infarction, and femur
fracture.

8.4.4. Discontinuation due to adverse events
84.4.1. Pivotal studies

In Study 201050, in the TM strata, DAE occurred for five subjects in the FDC group and two in
the TM. Four of the DAEs in the FDC group were due to ocular TEAEs. In the PG strata, DAE
occurred for eight subjects in the FDC group and four in the tafluprost. The AEs leading to
discontinuation were predominantly ocular.

In Study 201051 there were seven (3.5%) subjects in the FDC group and four (2.0%) in the
concomitant that discontinued because of AEs. The DAEs were predominantly ocular.

8.4.4.2. Other studies
In Study 201150 and Study 01111002 there were no DAEs.
In Study 01111004 there was one DAE in the DE-111 group: punctuate keratopathy.

In Study 01111005 there were five (6.1%) subjects in the DE-111 group that discontinued due
to AE: iritis, conjunctival hyperaemia, ocular hyperaemia / eye irritation / blepharal oedema,
erythema of the eyelid and adenoviral conjunctivitis.

In Study 01111006 DAE was reported for two (1.5%) subjects: generalized rash and headache.

8.5. Laboratory tests
8.5.1. Liver function
8.5.1.1. Pivotal studies

There were no clinically significant abnormalities in liver function in the pivotal studies.
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8.5.1.2. Other studies
In Study 01111002 one subject had elevated ALT.

In Study 01111005, ALT, AST and GGT were each increased in one (1.2%) subject in the DE-111
group.

8.5.2. Kidney function

There were no clinically significant abnormalities in renal function.
8.5.3. Other clinical chemistry
8.5.3.1. Pivotal studies

There were no clinically significant abnormalities in other clinical chemistry in the pivotal
studies.

8.5.3.2. Other studies
In Study 01111002 one subject had proteinuria.
8.5.4. Haematology
8.5.4.1. Pivotal studies
There were no clinically significant abnormalities in haematology in the pivotal studies.
8.5.4.2. Other studies
In Study 201150 six subjects had low haemoglobin post-study.
In Study 01111002 one subject had elevated monocytes.
8.5.5. Vital signs
8.5.5.1. Pivotal studies

In Study 201050, in both strata, there were no significant changes in vital signs. There were no
apparent differences between the treatment groups.

In Study 201051 there were no apparent differences between the treatment groups in SBP, DBP
or pulse rate.

8.5.6. Ocular examinations
8.5.6.1. Pivotal studies

In Study 201050, in the TM strata, at the end of the treatment period (Month 6), one (1.1%)
subject in the FDC group and two (2.3%) in the TM group had a worsening of at least > 0.2
LogMAR units in best-corrected visual acuity. There was a slight decrease in corneal thickness
of approximately 2 um in the FDC group (Table 45). Biomicroscopy findings were similar for the
two treatment groups (Table 46). There were no clinically significant changes in
opthalmoscopy.

Table 45: Central corneal thickness in treated eyes - TM

in [pm)]; mean
(sd, range) aia ol
Visit right left right left
Sc 554.8 555.6 553.2 554.1
T (36.1. 460-659) | (36.8, 475-665) | (399, 337-640) | (432 282.631)
Month 6 5529 5529 5546 5545
(36.0. 475-668) | (38.1. 459-665) (414, 337-638) | (455, 281-626)
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Table 46: Biomicroscopy: Overview of new findings and increases in severityl. TM
stratum

New finding of
New findings or 1 grade Jor 3
ncrense New finding: -u-nrhyl: on
wyerity from 5 baseli Imcresse of
balime (total) wverity by 2
grades
FDC TIM FDC TIM TIM FDC jiit]
Finding R|L|r|LrR|L|R|LrR|L|R|LfR|L|R]|L
Lids
Blephants y13yjrjrjz2j2jpnujigiji
Dwcharge 2|2 21|12
Diryness of the san ] 1
'EH"W} HERERER RN ERE 1|1
Eyelash thackening 1 1 ]
Proan 1 1
Trchaasn 1 1
Other (Lads) 111]1 1{1]1
TOTAL® slr]s]s)s|s]ls)|sqfr]n 1 1]1
- Conjunctiva
Chemous 1 Lj1]1 1]1 1
Comyanc trvitn o B a | s 1]
(specafy) i il
Pmgueculs 1 1
Redness 20| wjisjigfrs|o|s)asfe |62 |2]7)6]|3 |3
Subconpunctival 1 i 1
—
TOTAL' BDlwjw|wi1r|z|17|1wfe |8 |2]|2]9|7]|3|4
Cornea
Ascus vembn 111 111 1
Epathelial srouon 1]1 1]1 1
Stamang 2]1 1121]1 1
Superficial punciate | a
5 (SPK) l1j2]1)1 ] 1jejr]ua
Other (Comea) 1]1 1
TOTAL’ slal2]afala]u]afrfuo]nr]z2 1
lris
New Duding of
Wﬂhﬁﬁ;ﬂ 1 i grade 2or 3
wyerity from S M. "“”.“ lacivaie of
baveline (tolal) wverity by 1
grades
FDC TIM FDC TIM FDC TIM FDC M
Finding R|L|R|LJR|L/R|LJR|L|R|L]R|L|K|L
Oy (Trs) 111 111
TOTAL® 1]1 1]1
Lens’
Catagact {75) 111 111 111
Cataract (76) 3 3
Cataact (T7) 1 1
Cataract (79) 1]2 1 1]
Nuckes wleroun 1]1 1]1
Prendoenfohaton 1]1 1]1
calaract | 1
(B4)
TOTAL' 2|la]2]5 2]212]2]13 3 1]1
"Each Sndng per patsent i counted ool onde. tung st Sord wventy Source [able 143 2110

*Due o mmaitiple findumgs per eve. e TOTAL can be lower than the vam of sddual findings
Wﬂdﬂi““‘ﬂtﬁ‘n“-m Cﬁmmm
Cataract (75). Comibened acherousscorical {76). Combened ¥

wabscapwalas cataract {77 Corncal cataract (79) !

In the PG strata, there were 8 subjects in each treatment group with a worsening of at least > 0.2
LogMAR units in best-corrected visual acuity at the Month 6 visit. There was also a slight

Submission PM-2013-03652-1-5 Extract from the Clinical Evaluation Report for Taptiqgom Page 47 of 57



Therapeutic Goods Administration

decrease of approximately 2 um in corneal thickness in both treatment groups (Table 47). The
only biomicroscopy finding of possible significance was an increase in iris pigmentation in three
subjects in the FDC group (Table 48). There were few new opthalmoscopic findings, with similar
numbers in each group (Table 49).

Table 47: Central corneal thickness in treated eyes - PG stratum

in [pm]; mean EDC
{sd. range) ALY
Visit right leht right left
. 5415 540.9 543 5443
Seeeanng (337, 442-646) | (34.0,437-635) | (34.4, 445-648) | (353, 448-637)
Month 6 538.1 5369 5409 5420
(345, 426.634) | (354.426.649) | (33.5.450-642) | (34.2.451-635)

Table 48: Biomicroscopy: Overview of new findings and increases in severityl.PG stratum

New finding of
T Incressestn | G005
New findings erity
severity from mh "‘.hn Increase of
baseline (total) severity by 2
grades
FDC TAF FI:C TAF FDC TAF. FIDxC TAF
Finding R|L RlLRL Rll.. K!I.. R|L E|L RlL
Liuis
Blephanns - AENLIEAENERE rj4|4|2)2 1
Dryness of the sk 21211111 2)1211]1
Edema 2212|212 )|2]12]2 1)]1]12]|2
4 | 4|5 il3|3|5])15]11 1 1 1
(Hyperenua)
Evelash darkening 2 Jj1j]2]13]3 1 1 1
Eyelash growth 6|63 3|66 ]|2]2 | 1 1 1 1 1
Eyelash thackening 1| 2] 2 211 212]2 1 1 1
Eyehd skin
3|3 2 1 yl13aj]z2 | 1 1
| darkemag
Hordeolum (Srye) i 1
Prosis 1 1
Crther {Lads) 2|24 G6]2]|2]|4]6 3
TOTAL’ 4 (2|25 |24 22|20 | 22215 |6 |3 )3]3 3| 6] 6
Conjunctiva
Chemosis 1211 1 1 1 1 | 1 1
Conjunctovitis 2213|1212 |213 ]2 1 1
Duscharge | 1]1]1 1]1
Edermna P 3jz2|212]212])12]1 1
Follicles 1 1 1 1
Papallae 2|l 2] 1]12]2 1 1
Puguecula 1 1]11]1 1 |
Redness 50 (S3|S53|S0)45|4B8 (45424 | 5|8 |8 Juzjujizin
s IENEEEA RRERENE 1
Crther {Conjunctiva) 2|26 |5)2]|2]|6]5 1 1
TOTAL? 56 (60 | 58| S4)51 |54 |52 )48 5 | 7|88 1212 05(13
Cormea
Arcus senilis | 1 £ il 1 313 1] 2
Endothelal pipment | 2 | 2 2|2
Epithelial edema 1 1
Eputhelial ercdion 111 1j1j1u 1
Scar | 1 1
Stamng (specify) 3]1 3]3
SuperBcialpunciate | 3 | 2 | 7| 5|3 [ 2|75 1 212
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Table 48 continued: Biomicroscopy: Overview of new findings and increases in

severityl.PG stratum

New fmding of

ooty e | e

severity from T aingt m:.ﬁ.m Imcrease of

baseline (total) severity by 2

graded

FDC TAF FIn TAF FDC TAF. FIsC TAF

Finding R|L|R|L|E|L |ER|L|JR|L|R|LJjE|L|R|L
keraninis (SFK)

Oitbser (Commea) 1]3 1 1 1] 3 1 ] 1
TOTAL' s Jiwofazfre]e|iojio]s 2j2ajaf1]2]z2
Lris

Encreased
i ] 1 1 1 1 ] 1
Postenion vynechiae 1 I
Tranullumianbon
defect 1 1
Onlser {lrws) 3|3 r R ]2 1
TOTAL’ slafafafzlefafzfufz 1fi]i
Leas'
Cazaract (75} ] 1 1
Carsract (76) IR EE R EEENEREN R ] 1
Cazaract {77} 1 1
Cataract {79) Zlr1j3jj2121|1 1 2l2]1
Muchear selenosis sa|lajl 1 5] 5 1 ] ] 1 1
Cazsraet (B3) 1 1
Preudoexfoliatson 1 1 1 1 1 1 1
Secondary cataract 1|1 1 1 1]1
TOTAL® Wiy |22 713|1 420142 1
"Each finding per patient 1s counded caly once, nang s wors! seventy. Sowce Table 143151
D t0 mmlinple findings per eve. the TOTAL can be lower than the wum of indruin] fandegs
FFor cataract related fimdgs coding i Hated in brackets: Combaned comical+ poasenior ascapsular Cataract

(75) Combamed mackear schoman~cortical cataract (76 Combaned mochear !W
cataract (77} Conical cataract (79), Posterior sobcapaular cataract (B3}

Table 49: Ophthalmoscopy: New findings and increases in severity (patient count)!. PG

stratum
New findings or increases
i seveeiey from screesing Nrw Sulings Increases in severity from
{restal) =
Finding EDC TAF FDC TAF FDC TAF
R [ L E ] L R | L R | L R | L K [ L
Optic Nerve
Alrophy 1 1 1 1 1 1
Disc hemomhage i |
Ghucomatous
] L] 7 4 ] 4 4 3 1 3 1
| CUpping
Other (Opbc nerve)
TOTAL® g | 8| 7] s]e|e]a]a 'AERE]
Retina
Age related moacular
degeneration  (dry, 1 2 1 1 1
| specify)
Dirusen 2 1 1 3 1 1 1 2 I 1
Hemarthage 1 1
Papment alteration F 1 I 2 I 1 1
Other (Fetina) 1 2 4 5 1 2 4 5
TOTAL® 5 5 g 7 3 4 7 & 2 1 1 ]
Vitreows
Degeneratacn 1 1
Crpacity 1 1
Postenor Detachment
4 3 2 4 3
(VD) 1 1 1
TOTAL® s | 3 BER R E 1 3

Each Bndmg per patient 15 counted only once, nsing ibs worst seventy. Source Table 14333 14

“Due to nultiple Endings per eye, the TOTAL can be lower than the wum of indsvidial fndings.
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In Study 201051 the changes in visual acuity were similar for the two treatment groups. At
Month 6 four (2.0%) subjects in the FDC group and seven (3.6%) in the concomitant showed a
worsening of at least > 0.2 LogMAR units. Nine (4.6%) subjects in the FDC group and 15 (7.7%)
in the concomitant had an improvement of at least > 0.2 LogMAR. The change in corneal
thickness over 6 months was approximately 5 um for both treatment groups (Table 50). On
biomicroscopy, there were more changes in eyelash growth in the concomitant group (Table
51). There was one new cataract finding in the FDC group. The frequency of new
ophthalmoscopic findings was similar for the two treatment groups (Table 52). Visual field
testing was similar for the two groups (Table 53).

Table 50: Central corneal thickness in treated eyes

in [pm]; mean
FDC CCA
(sd, range)

Visit R L R L
Bascline 559.5 5592 556.2 555.1
{Screeming) (38.0,445-661) | (388, 473-670) | (350 478-647) | (34.7.477-640)
& Months 554.6 5540 5508 5499
(End of Treatment) (36,4, 482-656) | (38.6,472-658) | (351, 457-642) | (353 466-635)

Table 51: Biomicroscopy: Overview of new findings and increases in severity

New finding of
New findings or grade I or 3
Imcreases in New findi miﬂi- OR
severity from " barsel Increase of
baseline (votal) severity by 2
E T o]
2l e CCA FDC CCA | FDC CCA EDC CCA
3 R|{L|R|LJR|L|R|L|JR|L|R|L]JR|L | |E|L
?msrm” s|s|o|w]alalr|r]r|r]|z2]3 1]
Dhscharge 2|12 ]2|1 21212|1 1 1
Drymess of the shin | 1 { I | 1 1 1 1 1
Eczema 1 1 1 1 1 1
Edena Jl3j1 1 3 1|11 1 1 1 1
Enythema
. 4 |5 |5|5Q4]|5)5]|5
,!M?
= | Evelash darkening 3| 6|7 |S53|6|T|S5 1 1
Evelash growth 6| B 12|16 | 81210 T2z |2
Evelahthekening | 7 | 8 [ 7|8 ] 7| s8] 7|6 1|1
Evelid tkin
11231212132
darkening
Trichiasis 1 1
Other (hds) 1]1 il
TOTAL NN |0|Irj0|20|22)125] 1 L 2| 302|355
Chemosis 2|lZ|2|32|2 2|3 2|2
Conpmctrvis
112 Lj1]12 1 1
(specafy)
B | Dischagpe 1 1
E | Folbicles 1|1 1|1 W E
=
"g* Papilise 1|1 1]1 1
~ | Pinguecula N EE I EE R E
Preryginm 1 1
Rednei V|40 |43 |33 | M| 44| BT B 1312
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Table 51 continued: Biomicroscopy: Overview of new findings and increases in severity

b
-
—
L
—
—

Subconynmctival
hemomrhage

L
:
s
-
—
—
—

Other (compmetiva)
TOTAL 41 | 45 | 48 | 47 | 37
Arcus senilis

Endothelial pigment
Endothelial

T

Epithelal erosion 1 1 1
Guttata 11 1)1
Secar 1 1
Staining (specify) ]2 3|2 1:)2

keratitis {Sglﬂ i gl
Other (comea) 2
TOTAL W|?|7
Increased

| pigmentation
Neovasculanzation 1 1

A5 | 5|e|8 )7 |9 |16]14

IFAE -
&

Ll
b |
e

-

Comea

=
-
[
4=

|
=
[
-
[}
S

0] 9

| o] e ] da

?

g
=]
r

-
-
P
-—
-
-
—
—
—
—
-
—

o | Slerostecortical
& | cataract+postencr 1 1

{78)
Cortscal cataract 1 1
(%)
Muclear sclerosis 4 6 | & 7
Posteror
| subcapa catina!
T
Pseudophakia 1
Vacnoles . 1. 0
TOTAL 41¢ 2111|231 B |512]|3]|4
"Each cvent per patical (5 countod oLy ONCE. USIE I15 WOrS SEVERTY. Sowroe Jable 14 11 »
or cataract related findings coding is listed m brackets

it
e
-
-
[
w
-
™

()
(]

o |
-
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Table 52: Opthalmoscopy: Overview of new findings and increases in severity (patient
count)
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Table 53: Results of visual field tests

FDC cca
Visit

right eves left eves right eves left eves
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8.5.6.2. Other studies

In Study 201150 biomicroscopy revealed there were no changes in the lids, cornea, anterior
chamber and iris. Conjunctival redness was observed on Day 1 in one subject with FDC and one
with timolol. On Day 8 pre-dose, four subjects had conjunctival redness with tafluprost.; and
post-dose conjunctival redness was recorded for two subjects with the FDC, five with tafluprost
and three with timolol. There were no ophthalmoscopic changes.

8.5.7. Local tolerability
8.5.7.1. Pivotal studies

In Study 201050 in the TM strata, measures of drop discomfort were similar in the two
treatment groups (Figure 6). Also in the PG strata, measures of drop discomfort were similar in
the two treatment groups (Figure 7).
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Figure 6: Proportion of patients by severity of drop discomfort - TM stratum (the number
of patients is shown on top of the bars)
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Figure 7: Proportion of patients by severity of drop discomfort - PG stratum (the number
of patients is shown on top of the bars)
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In Study 201051 at least 75% of subjects experienced drop discomfort, and the measures of
drop discomfort were similar for the two treatment groups (Figure 8).
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Figure 8: Proportion of patients by severity of drop discomfort (the number of patients is
shown on top of the bars)

Wesk2  Week 6 Monih 3 Month & Digeanl,
00 181 166
BO 148
&0
40
- bl
§1: ..15.3 A =
B0 2 g
4 i i *
20 X2
5 1 7 2 3 & 2 2 D
] = = = =
g o E E E £ E 2 B2 £
2§§§ EEs: FEs: §¥s: s
0 gu:- Ew gw iw
Severity
8.5.7.2. Other studies

In Study 201150, there was no drop discomfort reported for seven (50%) subjects with the FDC,
eleven (73.3%) with tafluprost and nine (60.0%) with timolol (Table 54).

Table 54: Drop discomfort on Day 8

Severity grade Tafluprost (N=15) Timolol (N=15) FDC (N=14)
(0) None 11 (73.3%) 9 (60.0%:) 7 (50.0%)
(1) Mild 4 (26.7%) 6 (40.0%) 6 (42.9%)
(2) Moderate 0 (0.0%) 0 (0.0%) 1(7.1%)
8.6. Post-marketing experience

8.6.1. Post-marketing data
No post-marketing data were included in the submission.
8.6.2. Risk Management Plan (RMP)

Important Identified Risks:
Hyperpigmentation
Reactive airway disease including bronchial asthma / a history of bronchial asthma
Severe chronic obstructive pulmonary disease
Sinus bradycardia
Sick sinus syndrome (including sino-atrial block)
Second or third degree atrioventricular block not controlled with pace-maker
Overt cardiac failure
Cardiogenic shock

Important Potential Risks:

Vascular disorders

Masking of hypoglycemic symptoms in patients with diabetes mellitus
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Masking of thyrotoxicosis
Surgical anesthesia
Choroidal detachment
Anaphylaxis

Important Missing Information:

Children and adolescents have not been studied in clinical trials. Therefore, TT-FDC is not
recommended for use in children or adolescents below age 18

Use in renal impairment
Use in hepatic impairment
Use in pregnancy and in breast-feeding women

The Sponsor intends to address these safety issues with routine pharmacovigilance.

8.7. Safety issues with the potential for major regulatory impact

There were no safety issues with the potential for major regulatory impact.

8.8. Other safety issues
8.8.1. Safety in special populations
There were no safety issues in special populations.
8.8.2. Safety related to drug-drug interactions and other interactions

There were no safety issues related to drug-drug interactions or other interactions.

8.9. Evaluator’s overall conclusions on clinical safety

The safety profile of the FDC combination product is similar to that for the individual products
administered concomitantly. The adverse event profile for the FDC reflects that of the individual
components. The safety data did not identify any new safety issue as a result of concomitant
administration.

The majority of AEs were ophthalmic (ocular hyperaemia, eyelash lengthening, eyelid
discolouration). There were few SAEs and no deaths during the development program.

9. Firstround benefit-risk assessment

9.1. First round assessment of benefits

Taptiqom (tafluprost 15 micrograms/mL and timolol [as maleate] 5 mg/mL) was superior to
either active component administered as monotherapy, and non-inferior to both active
components administered concomitantly. In comparison with timolol as monotherapy the mean
difference (95% CI), FDC - TM, in change from baseline in average diurnal IOP at 3 months was -
0.885 (-1.745 to -0.044), p = 0.044. In comparison with tafluprost as monotherapy the mean
difference (95% CI), FDC - TM, in change from baseline in average diurnal IOP at 3 months was -
1.516 (-2.044 to -0.988), p < 0.001. In comparison with timolol and tafluprost administered
concomitantly the treatment difference in IOP at Month 6 was 0.308 (-0.194 to 0.810) mmHg.
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The secondary efficacy outcome measures supported the primary efficacy outcome measures.
The data from a similar product, preservative containing FDC tafluprost 0.0015% and timolol
0.5%, were also supportive of the pivotal studies.

The criterion for non-inferiority was clinically significant and the statistical analysis was
appropriate. The population included in the pivotal studies was similar to the patient
population intended for marketing in Australia.

9.2. First round assessment of risks

The safety profile of the FDC combination product is similar to that for the individual products
administered concomitantly. The adverse event profile for the FDC reflects that of the individual
components. The safety data did not identify any new safety issue as a result of concomitant
administration.

The majority of AEs were ophthalmic (ocular hyperaemia, eyelash lengthening, eyelid
discolouration). There were few SAEs and no deaths during the development program.

9.3. First round assessment of benefit-risk balance

The benefit-risk balance of Taptiqom (tafluprost 15 micrograms/mL and timolol [as maleate] 5
mg/mL), given the proposed usage, is favourable.

10. First round recommendation regarding authorisation

The Evaluator would have no objection to the approval of Taptiqom (tafluprost 15
micrograms/mL and timolol [as maleate] 5 mg/mL) for the indication of:

Taptiqom is indicated for the reduction of intraocular pressure (IOP) in adult patients with
open angle glaucoma or ocular hypertension when concomitant therapy is appropriate.

11. Clinical questions

11.1. Pharmacokinetics

The Evaluator does not have any questions relating to pharmacokinetics.

11.2. Pharmacodynamics

The Evaluator does not have any questions relating to pharmacodynamics.

11.3. Efficacy

The Evaluator does not have any questions relating to efficacy.

11.4. Safety

The Evaluator does not have any questions relating to safety.
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Email: info@tga.gov.au Phone: 1800 020 653 Fax: 02 6232 8605
https://www.tga.gov.au
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