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1 EXECUTIVE SUMMARY
1.1 Introduction and Background

Clearside Biomedical, Inc. (Applicant) submitted this 505(b)(2) NDA seeking approval of CLS-
TA for the treatment of macular edema (ME) associated with non-infectious uveitis. CLS-TA is
a preservative-free, @@ sterilized, suprachoroidal injectable aqueous suspension of
triamcinolone acetonide (TA), a synthetic corticosteroid with an anti-inflammatory action. Per
the Applicant, suprachoroidal administration of TA is likely to provide enhanced efficacy and
safety results over the outcomes seen from other local methods of corticosteroid administration
to the eye. The primary evidence for the efficacy of CLS-TA comes from one Phase 3 study
(Study CLS1001-301). The submission also includes literature summary from 27 publications
and two small studies conducted by the Applicant (CLS-1001-201 and CLS-1001-302) as
supportive evidence (See Appendix). The main objective of this review is to evaluate whether
the efficacy results in Study CLS1001-301 support the proposed indication.

1.2 Summary of Study CLS1001-301

CLS1001-301 was a Phase 3, randomized, masked, sham-controlled, multicenter study. The
primary objective of this study was to evaluate the efficacy of CLS-TA in subjects with ME
associated with non-infectious uveitis. The study enrolled 160 adult subjects in 53 sites located
across three countries (80 subjects in the Unites States, 70 subjects in India, and 10 subjects in
Israel). Eligible subjects were randomized in a 3:2 ratio to receive either 2 unilateral
suprachoroidal injections of CLS-TA (96 subjects) or 2 unilateral suprachoroidal injections of a
sham Control (64 subjects), administered to the study eye approximately 12 weeks apart. The
total duration of the study was approximately 27 weeks. Efficacy and safety assessments were
conducted at Weeks 4, 8, 12, 16, 20 and 24. Beginning at Week 4, subjects were eligible for
rescue medication if they met one of the following criterion: (1) a decline from baseline of 10
letters or more in best corrected visual acuity (BCVA) (2) an increase from baseline in central
subfield retinal thickness of more than 100 microns or 20% (whichever was lower) (3) a >1.5-
step increase from baseline in the level of inflammation or (4) a determination by the
investigator that uveitic complications have not improved.

The primary efficacy endpoint of the study was the proportion of subjects with 15 letters or
more improvement from baseline at Week 24. The primary efficacy analysis was conducted
using a Cochran-Mantel-Haenszel (CMH) test adjusting for a country subgroup (US+Israel vs.
India). The treatment difference (CLS-TA-Control) in the proportion of subjects with 15 letters
or more improvement from baseline at Week 24 together with an exact 95% confidence interval
for proportions was also provided. The primary efficacy analysis was conducted based on all
randomized subjects (ITT population). For subjects with missing BCVA data at Week 24, the
last non-missing BCVA data from a prior visit was used. For subjects who received a rescue
medication prior to the evaluation of the primary efficacy endpoint, the BCVA data collected
prior to the receipt of rescue medication was used in the primary efficacy analysis.
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This study showed that the proportion of subjects with 15 letters or more improvement from
baseline at Week 24 was significantly higher in the CLS-TA arm compared with the Control
arm (45% vs 16%; diff (95% CI): 31 (15%, 46%]). In addition, substantially higher proportion
of subjects in the Control arm (72%) received rescue medication compared to subjects in the
CLS-TA arm (13%). In both arms, the main reason for administration of rescue medication was
the investigators’ judgment that uveitic complications have not improved.

Per the safety results, the proportion of subjects who reported at least one ocular adverse event
in the study eye was slightly lower in the CLS-TA arm [49 (51%)] compared to the Control arm
[37 (58%)]. However, subjects in the CLS-TA arm experienced a higher number of ocular
adverse events compared to subjects in the Control arm. Specifically, a combined total of 122
events were reported by the 49 CLS-TA randomized subjects who reported at least one ocular
adverse event. The corresponding figure for the 37 subjects in the Control arm was 54 events.
The most common ocular adverse events reported in the CLS-TA arm were intraocular pressure
(17.7%), eye pain (14.6%), cataract (8.3%), and vitreous detachment (5.2%). The incidence
rates of these events in the Control arm were: 6.3% (intraocular pressure), 0.0% (eye pain),
6.3% (cataract), and 1.6% (vitreous detachment). No death was reported in either arm, but three
(3.1%) subjects, all in the CLS-TA arm, experienced serious adverse events (sialoadenitis,
lumbar vertebral fracture and retinal detachment), of which one, retinal detachment, was an
ocular adverse event.

No subject in either arm discontinued the study due to an adverse event. However, the study
reported that five subjects in each arm experienced adverse events that lead to treatment
discontinuation. The most frequent adverse events in the CLS-TA arm that led to treatment
discontinuation were ocular hypertension, uveitis, visual acuity reduced, vitreous haemorrhage
and increased intraocular pressure, all of which occurred in about 1% of the randomized
subjects. Uveitis (6.3%), iridocyclitis (1.6%), and increased intraocular pressure (1.6%) were
the most frequent adverse events that led to treatment discontinuation in the Control arm.
Because all randomized subjects received the first of the two planned injections, “treatment
discontinuation” likely refers to not receiving the planned second injection.

1.3 Labeling Recommendation

The Applicant’s proposed text presented in Section 14 of the drug label (see below) together
with the summary of the primary efficacy endpoint as presented in Table AQ is acceptable.

The efficacy of XIPERE™ was assessed in a 6-month, randomized, multicenter, double-masked,
sham-controlled study in patients with macular edema associated with uveitis. The primary
efficacy endpoint was the proportion of subjects in whom best corrected visual acuity (BCVA)
had improved by > 15 letters from baseline after 24 weeks of follow-up (Table AQ0). A
statistically significantly greater proportion of patients treated with XIPERE achieved a >/5-
letter improvement in BCVA than control patients (p<0.001) at Week 24.

Table AO: Number and Percent of Patients with >15 Letters Improvement from Baseline in BCVA at Week 24

XIPERE Control |,/ ~: 0
(N = 96) (N = 64) % Difference (95% CI)

45 (V%) | 10 (%) [31 (% (156%. %) |
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The Applicant also claimed that there are “statistically significant” treatment differences in
favor of CLA-TA for the secondary efficacy endpoint and the additional efficacy endpoints
(including the mean BCVA at all post-baseline study visits, the percentage of patients with
resolution of inflammation at Week 24, and the percentage of patients with a reduction in
inflammation of 2 steps or more at Week 24). However, because the study did not specify a
testing procedure that adjusted for multiplicity due to testing of these additional endpoints, per
this reviewer, the Applicant cannot make claims of “statistical significance” for treatment
differences associated with the additional efficacy endpoints. If the additional endpoints are
deemed relevant and are believed to add value to the prescribing physician, the results could be
presented in the drug label as descriptive summaries (See Section 4.3 for Details).
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2 INTRODUCTION

Clearside Biomedical, Inc. submitted this 505(b)(2) NDA to support the safety and efficacy of
CLS-TA for the treatment of macular edema associated with non-infectious uveitis. The
submission included data from one Phase 3 study (CLS-1001-301). This study enrolled 160
subjects globally: 80 subjects in the United States, 70 subjects in India and 10 subjects in Israel.
The Applicant also provided literature summary from 27 publications and two small Phase 2
studies (CLS-1001-201 and CLS-1001-302) as supportive evidence.

2.1 Overview

This section provides a brief overview of the class and indication of the studied drug, the history
of the drug development and outlines the specific studies reviewed.

2.1.1 Drug Class and Indication

CLS-TA is a preservative-free, ®® sterilized, aqueous suspension of the corticosteroid

triamcinolone acetonide (TA). CLS-TA is developed for the treatment of macular edema (ME)
associated with non-infectious uveitis. The active ingredient in CLS-TA, TA, is a synthetic
glucocorticoid corticosteroid with marked anti-inflammatory action. Per the Applicant, CLS-TA
is formulated for ocular administration and is optimized for suprachoroidal (SC) injection. The
Applicant states that, uveitis is commonly treated systemically or locally with corticosteroids
and other immunomodulatory agents administered topically or via intravitreal injection. Per the
Applicant, while an intravitreal route of administration enables availability of the drug to the
posterior segment, the procedure leads to significant exposure of the administered corticosteroid
to anterior segment ocular structures. The state that this could lead to cataract formation and
elevated intraocular pressure (IOP) in addition to inconsistent efficacy. Per the Applicant, the
unique distribution of TA following suprachoroidal administration of CLS-TA is likely to
provide a differentiating benefit to risk profile where both efficacy and safety outcomes have
the potential to be enhanced over the outcomes seen from other local methods of corticosteroid
administration to the eye.

2.1.2 History of Drug Development

The protocol and the statistical analysis plan for study CLS-1001-301 were reviewed under
IND115683. The Applicant had one End-of-Phase 2 meeting with the agency on April 23, 2015.
During this meeting, the Applicant inquired if a single study together with a literature summary
would suffice for this indication. In response, the Agency stated that, a single Phase 3 pivotal
clinical study in conjunction with comprehensive literature review of the use of TA for the
treatment of macular edema will support a 505(b)(2) NDA for the stated indication. The
Applicant also discussed the design of Study CLS1001-301. The Agency recommended that the
intent-to-treat (ITT) population which includes all randomized subjects be used for the primary
efficacy analysis. The Agency also recommended that subjects who receive rescue medication

7
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prior to the evaluation of the primary efficacy endpoint should be treated as treatment failures in
the primary efficacy analysis.

Reviewer’s remark: After the NDA for this product was submitted, it was noted that the
Applicant was basing their submission on their own clinical data and the findings from the
approval of Triesence (NDA 22048). The Agency informed the Applicant that since the
approval of Triesence was based on the original DESI review for steroids, the review for CLS-
TA will also be based on the single Phase 3 study and the Agency’s finding of safety and
efficacy in the DESI review, not Triesence. The Applicant’s literature summary submitted to
support efficacy and safety of CLS-TA and presented in the Appendix is thus considered as
supportive evidence only.

The Applicant also had a pre-NDA meeting with the Agency on August 7, 2018. This meeting
was primarily focused on the contents of the impending NDA submission. During this pre-NDA
meeting, the Applicant also requested guidance on how to present results of the inflammation
endpoints in the drug label. In response, the Agency recommended that, to facilitate review,
data showing the proportion of subjects with a complete resolution of vitreous haze at Week 24
among those who had vitreous haze scores > 2 (Sun Criteria) at baseline should be presented.

2.1.3 Studies Reviewed

The summary of Study CLS-1001-301, which is the basis for this NDA, is presented in Table 1.
The summaries of the 27 publications and the two small studies conducted by the Applicant
(CLS-1001-201 and CLS-1001-302) are presented in the Appendix.

Table 1: Summary of Study CLS-1001-301

Design Treatment/Sample | Endpoint/Analysis Applicant’s findings
size
A Phase 3, randomized, - CLS-TA: N=96 Primary Endpoints: This Phase 3 study met its
masked, sham-controlled, | - Control: N=64 Proportion of subjects | primary endpoint [sic]

multicenter study to assess
the safety and efficacy of
4 mg of CLS-TA
administered via
suprachoroidal injection
compared to a sham
injection procedure in the
treatment of subjects with
ME associated with non-
infectious uveitis.

with a >=15 letters
improvement from
baseline at Week 24.

The primary efficacy
analysis of evaluating
superiority of CLS-TA
against control was
conducted using the
CMH test stratified for
country group.

demonstrating the efficacy of
CLS-TA as shown by the
proportion of subjects with a
change from Baseline of >15
ETDRS letters in BCVA at Week
24. The proportion of successes in
the CLS-TA arm (46.9%) was
much greater than in the Control
arm (15.6%). The CMH test was
statistically significant (p<0.001)
showing that subjects treated with
suprachoroidal injections of CLS-
TA had an improved vision from
Baseline (>15 ETDRS letters
score) compared to subjects
treated with sham injection
procedures (Control arm).

Source: Applicant’s Study Report
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2.2 Data Sources

The data sources for this review included the Applicant’s clinical study reports and SAS
datasets submitted both as SDTM and ADAM data formats. The datasets used in this review are
located at: \\Cdsesubl\evsprod\NDA211950\0001\m5\datasets\. The visual acuity outcome at
baseline and subsequent measurement times were included in the “adoe.xpt” dataset. An
indicator variable (PARAMCD) was included to distinguish between the different outcomes. A
data type variable DTYPE was also included to distinguish between imputed and observed
values. The treatment variable, given both as numeric (TRTP) and character (TRTPN), was also
included in the above dataset. The adverse events and treatment exposures were included in the
“adae.xpt” dataset.

3 STATISTICAL EVALUATION

3.1 Dataand Analysis Quality

The data were generally of decent quality. The reviewer replicated the Applicant’s analyses
results based on the submitted data. The final statistical analysis plan and the amended protocols
were all submitted.

3.2 Evaluation of Efficacy

This section summarizes the design of the study CLS1001-301 and the corresponding efficacy
results submitted by the Applicant and produced by the reviewer’s analyses.

3.2.1 Study Design and Endpoints

CLS1001-301 was a randomized, masked, sham-controlled, multicenter, Phase 3 study. The
objective of this study was to assess the safety and efficacy of 4 mg of CLS-TA administered
via suprachoroidal injection compared to a sham injection procedure in the treatment of subjects
with macular edema associated with non-infectious uveitis. Eligible subjects for study
CLS1001-301 were 18 years or older with macular edema associated with non-infectious uveitis
of any etiology. Eligible subjects were also expected to have a BCVA score of between 5 and
70 letters read in the study eye at baseline.

The total duration of the study was 27 weeks and included 8 clinic visits. Subject eligibility was
evaluated during the screening visit (Day -14 to -1). Eligible subjects were randomized to
receive 2 unilateral suprachoroidal injections of CLS-TA administered to the Study eye or 2
unilateral sham suprachoroidal injection procedures administered to the Study eye,
approximately 12 weeks apart. Follow-up visits were conducted every 4 weeks up to 24 weeks.
Subjects had final evaluations conducted 24 weeks following initial randomization. Per the
study protocol, beginning at Week 4, investigators had discretion to prescribe rescue medication
for subjects who met one of the following criterion: (1) a BCVA decline from baseline of >10
letters, (2) an increase from baseline in central subfield retinal thickness of more than 100
microns or 20% (whichever was lower), (3) a >1.5-step increase from baseline in the level of
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inflammation, or (4) a determination by the investigator that uveitic complications have not
improved. The primary efficacy endpoint of this study was the proportion of subjects with at
least 15 letters improvement from baseline at Week 24. The mean change from baseline in
central subfield retinal thickness at Week 24 was the secondary efficacy endpoint.

3.2.2 Statistical Methods
3.2.2.1 Analysis Populations

The protocol defined the following 4 analysis populations for the evaluation of efficacy, safety
and Pharmacokinetic (PK):

- Intent-to-treat (ITT): Includes all randomized subjects.

- Per-protocol (PP): Includes all subjects in the ITT population who did not have significant
protocol deviations and who have completed the 24-week visit.

- Safety: Includes all subjects in the ITT population who are administered at least one dose of
study drug, either active or sham Control.

- Pharmacokinetic (PK): Includes all subjects enrolled in the PK portion of the study that
provided blood samples for TA concentration analysis and were randomized to CLS-TA
arm.

3.2.2.2 Analysis Methods

The primary efficacy analysis compared the efficacy of CLS-TA arm against Control using a
Cochran-Mantel-Haesnezl (CMH) test adjusting for a country subgroup (US+lsrael vs. India).
The proportion of subjects in each arm with 15 letters or more improvement from baseline at
Week 24, a treatment difference together with an exact 95% confidence interval for proportions
was also provided. The primary efficacy analysis was conducted based on the ITT population.
For subjects with missing BCVA data at Week 24, the last non-missing BCVA data from a prior
visit was used in the primary efficacy analysis. For subjects who received a rescue medication
prior to the evaluation of the primary efficacy endpoint, the BCVA data prior to the receipt of
rescue medication was used in the primary efficacy analysis.

As sensitivity analyses, the Applicant conducted the analysis of the primary efficacy endpoint
on the ITT population using all observed data regardless of whether the data was collected
before or after rescue medication. In this analysis, subjects who had missing BCVA data at
Week 24 were treated as treatment failures. The Applicant also conducted the analyses of the
primary efficacy endpoint on the ITT population using what they referred to as “the worst-case
imputation” and “the best-case imputation.” In the worst-case imputation, the baseline BCVA
data was used for missing BCVA at Week 24 and data collected after rescue medications for
subjects in the CLS-TA arm; while, the last non-missing BCVA data from a prior visit was used
for similar subjects in the Control arm. For the best case-imputation, the reverse was done.
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Reference ID: 4491876



The Applicant used an analysis of covariance (ANCOVA) model to compare the two treatment
arms with respect to the secondary efficacy endpoint, the mean change from baseline in central
subfield retinal thickness at Week 24. The model included treatment group and country as
factors, and baseline central subfield retinal thickness as covariate. This analysis was performed
based on the ITT population with the last non-missing data from a prior visit used for missing
data and data collected after the receipt of rescue medication. The same analysis was also
conducted on the PP population using observed data only. In both these analyses, the Applicant
provided a treatment difference together with a 95% confidence interval.

As additional analyses, the Applicant compared the two treatment arms with respect to the mean
change from baseline in BCVA at Week 24 using an analysis of variance (ANOVA) model with
treatment considered as the only factor. The Applicant also presented treatment differences
together with 95% confidence intervals for the proportion of subjects with complete resolution
of three inflammation symptom measures: anterior chamber flare, cell and vitreous haze at
Week 24 (See Appendix for inflammation Scales). These analyses were performed based on the
ITT population with the last non-missing data from a prior visit used for missing data and data
collected after the receipt of rescue medication. No multiplicity adjustments were applied for
the analyses of the secondary and additional efficacy endpoints.

To be consistent with the recommendations given during the End-of-Phase 2 meeting, the
reviewer provided the result of the primary efficacy endpoint on the ITT population by treating
subjects who received rescue medication and those with missing BCVA data for other reasons
as treatment failures. Additionally, this reviewer conducted a descriptive risk-benefit analysis at
the subject level. This analysis first identified the risk-benefit outcome (four possible scenarios)
for each individual subject and then calculated the proportion of subjects in each scenario for
each treatment arm. The first scenario, referred to here as the best-case scenario is the case in
which a BCVA improvement of 15 letters or more is achieved at Week 24 without incurring an
adverse event (AE) during the study (benefit without harm). The worst-case scenario is
incurring an AE during the study without a BCVA improvement from baseline of 15 letters or
more at Week 24 (no benefit but harm). The other two scenarios are a case where BCVA
improvement from baseline of 15 letters or more is achieved at Week 24 with AE (benefit with
harm); and a case where BCVA improvement from baseline of 15 letters or more is not
achieved, and no AE is reported (no benefit and no harm).

3.2.3 Patient Disposition, Demographic and Baseline Characteristics
3.2.3.1 Demographic and Baseline Characteristics
There were no significant baseline imbalances between the two arms in the demographics of
age, gender, race or iris color. In both arms, there were more female participants than male

participants; and most of the study participants were white. A larger proportion of subjects in
both arms had brown eyes and were younger than 65 years. (Table 2).
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Table 2: Baseline and Demographic Characteristics (ITT

Treatments
CLS-TA Control Total
N=96 N=64 N=160
Sex
Male 42 (43.8%) 30 (46.9%) 72 (45.0%)
Female 54 (56.3%) 34 (53.1%) 88 (55.0%)
Age
Mean (STD) 50.4 (14.18) 50.00 (15.08) | 50.24 (14.50)
Median 52.0 49.50 51.0
Min, Max 18.0,92.0 22.0,85.0 18.0, 92.0
Age Group?!
<65 Years 80 (83.3%) 52 (81.2%) 132 (82.5%)
>=65 to <75 Years 13 (13.4%) 8 (12.5%) 21 (13.1%)
> 75 Years 3 (3.1%) 4 (6.2%) 7 (4.4%)
Race
White 40 (41.7%) 25 (39.1%) 65 (40.6%)
Black/ African American | 11 (11.5%) 11 (17.2%) 22 (13.8%)
Asian 44 (45.8%) 28 (43.8%) 72 (45.0%)
Other 1 (1.0%) 0 (0.0%) 1 (0.6%)
Iris Color
Blue 12 (12.5%) 4 (6.3%) 16 (10.0%)
Brown 55 (57.3%) 47 (73.4%) 102 (63.8%)
Black 23 (24%) 7 (10.9%) 30 (18.8%)
Hazel 5 (5.2%) 2 (3.1%) 7 (4.4%)
Green 0 (0.0%) 3 (4.7%) 3 (1.9%)
Gray 1 (1.0%) 0 (0.0%) 1 (0.6%)
Other 0 (0.0%) 1 (1.6%) 1 (0.6%)
Ethnicity
Hispanic or Latino 10 (10.4%) 6 (9.4%) 16 (10.0%)
Not Hispanic or Latino 86 (89.6%) 58 (90.6%) 144 (90.0%)
BCVA
Mean (STD) 54.7 (13.92) 53.5 (12.91) 54.20 (13.50)
Median 57.00 54.00 56.00
Min, Max 8,16 23.0,93.0 9.0, 89.0
Uveitis Location 2
Anterior 27 (28.1%) 14 (21.9%) 41 (25.6%)
Intermediate 34 (35.4%) 23 (35.9%) 57 (35.6%)
Posterior 22 (22.9%) 13 (20.3%) 35 (21.9%)
Pan 28 (29.2%) 24 (37.5%) 52 (32.5%)

Source: Table 14.1.2 and Table 14.1.5 of the Applicant’s Study Report. The age categories are provided by the reviewer. 2 22 subjects had
uveitis in two locations and one subject had uveitis in all four locations. These subjects are counted in multiple categories.

3.2.3.2 Patient Disposition and Analysis Populations

The summary of subject disposition is presented in Table 3. Over 95% of subjects in each arm

completed the study.

Table 3: Patient Disposition (ITT)

CLS-TA Control Total
Randomized 96 64 160
Completed the Study 92 (95.8%) 63 (98.4%) 155 (96.9%)
Discontinued the Study 4 (4.2%) 1 (1.6%) 5 (3.1%)
Reason for Subject Withdrawal
Adverse Event(s) 0 (0.0%) 0 (0.0%) 0 (0.0%)

Reference ID: 4491876
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Non-Compliance 1 (1.0%) 0 (0.0%) 1 (0.6%)
Lost to Follow-Up 1 (1.0%) 0 (0.0%) 1 (0.6%)
Consent Withdrawn 2 (2.0%) 1 (1.6%) 3 (1.9%)

Source: Table 14.1.1 of the Applicant’s Study Report.

The summary of subjects included in the different analyses populations is presented in Table 4.
The Intent-to-Treat (ITT) population was used as the primary efficacy analysis population with
subjects analyzed under the treatment to which they were randomized.

Table 4: Number of Subjects Included in the Analyses Populations (All Randomized

CLS-TA Control Total
Analysis population N=96 N=64 N=160
Intent-to-Treat (ITT) 96 (100%) 64 (100%) 160 (100%)
Per-Protocol (PP) 56 (58.3%) 13 (20.3%) 69 (43.1%)
Safety 96 (100%) 64 (100%) 160 (100%)
Pharmacokinetic (PK) 23 (24%) 0 (0%) 23 (14.4%)

Source: Table 14.1.1 of the Applicant’s Study Report.

The number of subjects with missing and observed BCVA data at each study visit is presented
in Table 5. In both arms, few subjects had missing BCVA data at each visit. For example, at
Week 24, BCVA data was missing for only 5 subjects (4 subjects in the CLS-TA arm and one
subject in the Control arm). However, BCVA data at Week 24 was collected after 46 (72%)
subjects in the Control arm and 13 (14%) subjects in the CLS-TA arm have received rescue
medications (Observed (Treatment + Rescue). Note that, BCVA data collected after rescue

medications use was not included in the primary efficacy analysis.

Table 5: Summary of Subjects by Data Type: (ITT)

CLS-TA Control Total
Visit Data Category N=96 N=64 N=160
Observed (On Treatment only) 95(99%) 57(89%) 152(95%)
Week 4 Observed (Treatment + Rescue) 0(0%) 6(9%) 6(4%)
Missing 1(1%) 1(2%) 2(1%)
Observed (On Treatment) 94(98%) 37(58%) 131(82%)
Week 8 Observed (Treatment + Rescue) 0(0%) 26(41%) 26(16%)
Missing 2(2%) 1(2%) 3(2%)
Observed (On Treatment only) 89(93%) 32(50%) 121(76%)
Week 12 Observed (Treatment + Rescue) 4(4%) 30(47%) 34(21%)
Missing 3(3%) 2(3%) 5(3%)
Observed (On Treatment only) 85(89%) 28(44%) 113(71%)
Week 16 Observed (Treatment + Rescue) 8(8%) 34(53%) 42(26%)
Missing 3(3%) 2(3%) 5(3%)
Observed (On Treatment only) 81(84%) 26(41%) 107(67%)
Week 20 Observed (Treatment + Rescue) 9(9%) 36(56%) 45(28%)
Missing 6(6%) 2(3%) 8(5%)
Observed (On Treatment only) 79(82%) 17(27%) 96(60%)
Week 24 Observed (Treatment + Rescue) 13(14%) 46(72%) 59(37%)
Missing 4(4%) 1(2%) 5(3%)

Source: Reviewer’s Analysis. Missing: data not collected; Observed (On Treatment only): data collected without any rescue medication;
Observed (Treatment + Rescue): data collected after a subject has received a rescue medication.

The summary of subjects who received rescue medication on or prior to a given visit is
presented in Table 6. As shown, more Control randomized subjects received rescue medication
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compared to those in the CLS-TA arm. Moreover, most Control randomized subjects received
rescue medication at earlier time points compared to subjects in the CLS-TA arm. In the CLS-
TA arm, rescue medication use increased starting around Week 12. Note that subjects received
the second injection of their assigned treatment around Week 12.

Table 6: Proportion of Subjects Who Received Rescue Medication (ITT)

CLS-TA Control Total

Visit N=96 N=64 N=160

Week 4 0(0%) 24(38%) 24(15%)
Week 8 4(4%) 31(48%) 35(22%)
Week 12 8(8%) 34(53%) 42(26%)
Week 16 10(10%) 38(59%) 48(30%)
Week 20 13(14%) 46(72%) 59(37%)
Week 24 13(14%) 46 (72%) 59 (37%)

Source: Reviewer’s Analysis. A total of 11 subjects received their first rescue medication during unscheduled visits that were outside the
prespecified visit window. For these subjects, the study week at which the rescue medication was used is set as the week closer to the
unscheduled visit.

3.2.4 Results and Conclusions
3.2.4.1 Efficacy Results
3.2.4.1.1 Primary Efficacy Analysis

A significantly higher proportion of subjects in the CLS-TA arm achieved 15 letters or more
improvement from baseline at Week 24 compared with the sham Control arm (45% vs 16%;
diff (95% ClI): 31 (15%, 46%]).

3.2.4.1.2 Sensitivity Analyses

The number of subjects who discontinued the study, and the number of subjects who had
missing BCVA data at Week 24 were very minimal (Table 3 and Table 5). On the other hand,
72% of Control randomized subjects and 13% of CLS-TA randomized subjects received rescue
medications (Table 6). Therefore, as can be seen from the sensitivity analyses conducted by the
Applicant and this reviewer, use of rescue medication was the single important intercurrent
event of interest. Overall, the sensitivity analyses results are supportive of the primary efficacy
analysis result.

The results from the primary efficacy analysis (Primary) and the reviewer’s sensitivity analysis
which treated all rescue users and subjects with missing BCVA data at Week 24 as treatment
failures (Rescue and Missing as failure) were only slightly different. The treatment policy
analysis, which included all observed data regardless of rescue use, however provided a
treatment difference that was substantially lower than the difference observed in the primary
efficacy analysis. This is because, 13 subjects in the Control arm, whose BCVA improvement
from baseline was less than 15 letters (failure) prior to rescue use, has changed to an
improvement of more than 15 letters (success) after rescue use. There was only one such subject
in the CLS-TA arm. In fact, three subjects in the CLS-TA arm who had a more than 15 letters
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improvement in BCVA (success) prior to rescue had an improvement of less than 15 letters
after rescue use (failure) (Table 7).

Table 7: Sensitivity Analysis Results for the Primary Efficacy Endpoint (ITT)

Treatments
Approaches CLS-TA Control Difference (95% CI)
Primary? 45/96 (47%) | 10/66 (16%) 31% (15%, 46%)
Rescue and Missing Failure? 41/96 (43%) 6/66 (9%) 33% (18%, 48%)
Worst-Case Imputation® 41/96 (43%) 10/66 (16%) 27% (11%, 42%)
Treatment policy* 43/96 (45%) 23/66 (36%) 9% (-7%, 25%)

1Source: Table 12 of the Applicant’s Study Report. The last non-missing BCVA data from a prior visit was used for missing data at Week 24
and for Week 24 data collected after receiving rescue medication

2Source: Reviewer’s Analysis. Subjects with missing data at Week 24 and subjects who received rescue medication are considered as treatment
failures (< 15 letters improvement from baseline).

3Source: Adapted from Table 14.2.1.3 of the Applicant’s Study Report. For subjects in the CLS-TA arm with missing data at Week 24 and those
who received rescue medications prior to the evaluation of the primary efficacy endpoint, the baseline BCVA value was used. For similar
subjects in the Control arm, the last non-missing BCVA data from a prior visit was used.

4 Source: Adapted from Table 14.2.2.1 of the Applicant’s Study Report. All observed data regardless of rescue medication use is used.

Reviewer’s remarks: Note that, neither the protocol nor the statistical analysis plan clearly
specified the treatment difference of interest that was to be estimated in the primary efficacy
analysis. However, because BCVA data collected after rescue medications use was not included
in the primary efficacy analysis, the interest was likely to evaluate the effect of the randomized
treatment without the confounding effect of rescue medications.

Reviewer’s remarks: Note also that, because the primary and sensitivity analyses estimated
different quantities of treatment effect, they are interpreted differently. For example, the
treatment difference estimated by the protocol defined primary efficacy analysis could be
interpreted as ““the difference in the proportion of subjects with a BCVA improvement of at least
15 letters from baseline at the last time through Week 24 prior to receiving a rescue
medication.”

On the other hand, the analysis listed as treatment-policy estimates “the difference in the
proportion of subjects with a BCVA improvement of at least 15 letters from baseline at Week 24
in all subjects in the ITT population, regardless of whether rescue medication was used.”
Similarly, the reviewer’s analysis which treated all subjects who received a rescue medication
and those who had missing BCVA as treatment failures could be viewed as ““the difference
between CLS-TA and Control in the proportion of subjects in the ITT population with a BCVA
improvement of at least 15 letters from baseline at Week 24 without a need for a rescue
medication.”

3.2.4.1.3 Secondary Efficacy Endpoint

The mean change from baseline in central subfield retinal thickness at Week 24 was the only
secondary efficacy endpoint in this study. The mean reduction in central subfield retinal
thickness from baseline at Week 24 was 162.2 um in the CLS-TA arm compared to 4.5 um in
the Control arm providing a treatment difference (CLS-TA-Control) of 157.71 um (95% CI: -
198.86, -116.57). The observed differences in mean changes from baseline central subfield
retinal thickness at all study visits were consistently favorable to the CLS-TA arm (Figure 3).
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3.2.4.1.4 Additional Efficacy Endpoints

The Applicant presented results of treatment comparisons in the mean change from baseline in
BCVA at all visits. The Applicant’s treatment comparisons were however performed without
adjusting for baseline BCVA. The reviewer provided treatment differences in the mean change
from baseline in BCVA estimated using an ANCOVA model adjusting for baseline BCVA.
These results showed that the CLS-TA arm had consistently higher BCVA improvement from
baseline for all study visits. The improvements ranged from 9.7 letters at Week 4 to 13.9 letters
at Week 24, compared to an increase of 1.2 letters (Week 4) to 3 letters (Week 24), in the
Control arm (Figure 4 and Figure 5). The Applicant also provided the mean change from
baseline in BCVA by uveitis anatomic location (Anterior, Intermediate, Posterior and Pan). At
Week 24, subjects in the CLS-TA arm had consistently higher mean change from baseline in
BCVA for all four uveitis anatomic locations [14.4 vs 2.9 (Anterior), 13.4 vs 7 (Intermediate),
12 vs -1.6 (Pan) and 15.6 vs 1.4 (Posterior)].

The treatment differences in the proportions of subjects with complete resolution of signs of
inflammation (anterior chamber cells, anterior chamber flare and vitreous haze) were
consistently favorable to the CLS-TA arm compared to the Control arm at all study visits. The
treatment differences in the signs of inflammation ranged between 11% and 34% (Figure 6-
Figure 8).

As stated earlier, during the pre-NDA meeting, the Agency recommended that data showing the
proportion of subjects with a complete resolution of vitreous haze at Week 24 among those who
had vitreous haze scores > 2 (Sun Criteria) at baseline be presented. It however appears that
there were very few subjects with vitreous haze scores of 2 or more at baseline in this study.
Thus, the Applicant instead provided the proportions of subjects with complete resolutions of
vitreous haze among those who had any signs of inflammation at baseline (score>0). They also
provided the proportions of subjects with complete resolution of anterior chamber cells and the
proportion of subjects with complete resolution of flare among those with anterior chamber cell
score and flares score of greater than zero at baseline, respectively. These results also favor the
CLS-TA arm (Figure 9- Figure 11). In addition, treatment comparisons based on the health
assessment scores of VFQ-25 and EQ-5D were also provided. The results for the composite
VFQ-25 score presented in Figure 12 show a numerically higher improvement from baseline
(7.3 units) in VFQ-25 score in the CLS-TA arm compared to subjects in the Control arm (3.8
units).

3.2.4.1.5 Subgroup Analyses

The subgroup analyses results are consistent with the result of the primary efficacy analysis.
The CLS-TA arm had consistently higher proportion of subjects with an improvement of 15
letters or more from baseline at Week 24 for subgroups formed based on age, sex, iris color,
race and country group (Figure 15). Note, because only 10 subjects were enrolled from Israel,
the country subgroup was formed by combining the 10 subjects from Israel with the 80 subjects
from the US (US+lsrael versus India).
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3.3 Evaluation of Safety

3.3.1 Treatment Exposure

Per the study protocol, subjects were to receive two suprachoroidal injections of their assigned
treatments, approximately 12 weeks apart (at baseline and Week 12). All randomized subjects
(96 in the CLS-TA arm and 64 in the Control arm) received their respective first scheduled
injection at baseline. Of these, 84 (87.5%) and 29 (45.3%) subjects received CLS-TA and sham
injections at Week 12, respectively.

3.3.2 Protocol Deviations

A total of 30 (31.3%) subjects in the CLS-TA arm and 12 (18.8%) subjects in the Control arm
had major protocol deviations. The main protocol deviations reported were non-compliance
with the inclusion and exclusion criteria, non-compliance with masking, not performing Week
24 assessment and use of prohibited concomitant therapy.

3.3.3 Adverse Events

The proportion of subjects who reported at least one ocular adverse event in the study eye was
slightly lower in the CLS-TA arm [49 (51%)] compared to the Control arm [37 (58%)].
However, individual subjects in the CLS-TA arm experienced a higher number of ocular
adverse events compared to subjects in the Control arm. Specifically, a combined total of 122
events were reported by the 49 CLS-TA randomized subjects who reported at least one ocular
adverse event. The corresponding figure for the 37 subjects in the Control arm was 54 events.

The most common ocular adverse events reported in the CLS-TA arm were intraocular pressure
(17.7%), eye pain (14.6%), cataract (8.3%), and vitreous detachment (5.2%). The incidence
rates of these events in the Control arm were: 6.3% (intraocular pressure), 0.0% (eye pain),
6.3% (cataract), and 1.6% (vitreous detachment). No death was reported in either arm, however,
3 (3.1%) subjects, all in the CLS-TA arm, experienced serious adverse events (sialoadenitis,
lumbar vertebral fracture and retinal detachment) of which one (retinal detachment) was an
ocular adverse event (Table 8).

No subject in either arm discontinued the study due to an adverse event. However, the study
reported that 5 (5.2%) subjects in the CLS-TA arm and 5 (7.8%) subjects in the Control arm
experienced adverse events that lead to treatment discontinuations. Because all randomized
subjects received the first of the two planned injections, “treatment discontinuation” likely
refers to not receiving the planned second injection. The most frequent adverse events reported
in the CLS-TA arm that led to treatment discontinuation were ocular hypertension, uveitis,
visual acuity reduced, vitreous haemorrhage and increased intraocular pressure, all of which
occurred in about 1% of the subjects. Uveitis (6.3%), iridocyclitis (1.6%), and increased
intraocular pressure (1.6%) were the most frequent adverse events that led to treatment
discontinuation in the Control arm.
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Table 8: Summary of Adverse Events

Treatment: N (%)

CLS-TA Control Total
Adverse event (AE) N=96 N=64 N=160
Any AE (Ocular and non-ocular)? 67 (70%) 45 (70%) 112 (70.0%)
Any serious AE (SAE) 3 (3%) 0 (0%) 3 (2%)
Any ocular AE in the Study eye? 49 (51%) 37 (58%) 86 (54%)
Intraocular pressure increased 17(18%) 4(6%) 21(13%)
Eye pain 14(15%) 0 (0.0%) 14(9%)
Cataract® 8 (8%) 4(6%) 12(8%)
Vitreous detachment 5(5%) 0 (0.0%) 5(3%)
Conjunctival haemorrhage 4(4%) 2(3%) 6(4%)
Injection site pain 4(4%) 2(3%) 6(4%)
Visual acuity reduced 4(4%) 1(2%) 5(3%)
Vitreous floaters 3(3%) 0 (0.0%) 3(2%)
Anterior capsule contraction 2(2%) 0 (0.0%) 2(1%)
Chalazion 2(2%) 0 (0.0%) 2(1%)
Conjunctival hyperaemia 2(2%) 1(2%) 3(2%)
Conjunctival oedema 2(2%) 0 (0.0%) 2(1%)
Dry eye 2(2%) 1(2%) 3(2%)
Eye irritation 2(2%) 0 (0.0%) 2(1%)
Eyelid ptosis 2(2%) 0 (0.0%) 2(1%)
Ocular hypertension 2(2%) 5(8%) 7(4%)
Photophobia 2(2%) 0 (0.0%) 2(1%)
Photopsia 2(2%) 0 (0.0%) 2(1%)
Punctate keratitis 2(2%) 1(2%) 3(2%)
Uveitis 2(2%) 7(11%) 9(6%)
Vision blurred 2(2%) 0 (0.0%) 2(1%)
Conjunctival disorder 1(1%) 0 (0.0%) 1(1%)
Erythema of eyelid 1(1%) 0 (0.0%) 1(1%)
Eye pruritus 1(1%) 0 (0.0%) 1(1%)
Injection site discomfort 1(1%) 1(2%) 2(1%)
Injection site erythema 1(1%) 0 (0.0%) 1(1%)
Iridocyclitis 1(1%) 1(2%) 2(1%)
Macular pseudohole 1(1%) 0 (0.0%) 1(1%)
Meibomianitis 1(1%) 0 (0.0%) 1(1%)
Ocular hyperaemia 1(1%) 0 (0.0%) 1(1%)
Periorbital haemorrhage 1(1%) 0 (0.0%) 1(1%)
Posterior capsule opacification 1(1%) 0 (0.0%) 1(1%)
Retinal detachment 1(1%) 0 (0.0%) 1(1%)
Retinal tear 1(1%) 0 (0.0%) 1(1%)
Scleral hyperaemia 1(1%) 0 (0.0%) 1(1%)
Visual field defect 1(1%) 0 (0.0%) 1(1%)
Vitreous haemorrhage 1(1%) 0 (0.0%) 1(1%)
Vitritis 1(1%) 0 (0.0%) 1(1%)

Source: Tables 19 and 20 of the Applicant’s Study Report. * includes ocular AEs reported in both the study and the fellow eyes. 2Ocular AEs
are for the study eye only. If the subject reports the same AE more than once, then that subject will only be counted once for the summary of
that AE, using the closest relationship to study treatment.® Includes cataract, cataract cortical and cataract subcapsular.

Increased IOP was one of the main adverse events reported in subjects randomized to the CLS-
TA arm. The summary of the treatment comparisons with respect to the change from baseline in
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IOP at each time point is presented in Figure 14. The results are provided from an analysis of
covariance (ANCOVA) model with baseline 0P and treatment as covariates. Per the results,
both arms showed an increase in IOP from baseline; with higher increases observed in the CLS-
TA arm compared to the Control arm. The increases in 10P ranged from 1.6 to 5.4 mm Hg in
the CLS-TA arm compared to 1.2 to 3 mm Hg in the Control arm. The highest increase in 10P
of 5.4 mm Hg was observed after the second injection was administered at Week 12.

3.4 Risk-Benefit Summary

Per the Applicant, the unique distribution of TA following suprachoroidal administration of
CLS-TA is likely to provide a differentiating benefit to risk profile where both efficacy and
safety outcomes have the potential to be enhanced over the outcomes seen from other local
methods of corticosteroid administration to the eye. As the safety results in this study and the
literature summary (See Appendix) showed, I0P related adverse events were the most common
adverse events reported following the use of CLS-TA. Thus, for this descriptive risk-benefit
summary, incurring IOP related adverse events (increased IOP or ocular hypertension) was
considered as the most relevant treatment related risk.

The proportion of subjects who have benefited from the drug (achieved a 15 letters
improvement from baseline at Week 24) without incurring 10P related adverse events was 38%
in the CLS-TA arm compared to 16% in the Control arm. On the other hand, 10% of CLS-TA
randomized subjects experienced increased IOP related adverse events without achieving 15
letters or more improvement from baseline at Week 24 compared to 14% in the Control arm.
With benefit measured as a 10 letters improvement from baseline, the proportion of subjects
who have benefited from the drug (achieved a 10 letters improvement from baseline) without
incurring the risk of developing IOP related adverse events was 47% in the CLS-TA arm
compared to 28% in the Control arm. On the other hand, 6% of CLS-TA randomized subjects
compared to 13% in the Control arm, experienced I0OP related adverse events without achieving
10 letters or more improvement from baseline (Figure 16).

4  SUMMARY AND CONCLUSIONS

4.1 Statistical Issues

No major statistical issues were encountered in this review.
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4.2 Collective Efficacy Evidence

A higher proportion of subjects in the CLS-TA arm achieved a BCVA improvement of at least
15 letters from baseline at Week 24. The results from the analyses of the secondary efficacy
endpoint and the additional efficacy endpoints of the study are all supportive of the efficacy of
CLS-TA. The CLS-TA arm had a higher mean reduction in subfield retinal thickness from
baseline at Week 24. Moreover, a higher proportion of subjects in the CLS-TA arm showed
clearance of signs of inflammation at all study visits compared to subjects randomized to the
Control arm. In addition, a substantially higher proportion of subjects in the Control arm needed
a rescue medication compared to subjects in the CLS-TA arm.

4.3 Labeling Recommendations

The Applicant’s proposed text presented in Section 14 of the drug label (see below) together
with the summary of the primary efficacy endpoint as presented in Table AO is acceptable.

The efficacy of XIPERE was assessed in a 6-month, randomized, multicenter, double-masked,
sham-controlled study in patients with macular edema associated with uveitis. The primary
efficacy endpoint was the proportion of subjects in whom best corrected visual acuity (BCVA)
had improved by > 15 letters from baseline after 24 weeks of follow-up (Table AQ). A
statistically significantly greater proportion of patients treated with XIPERE achieved a >/5-
letter improvement in BCVA than control patients (p<0.001) at Week 24.

Table AO: Number and Percent of Patients with >15 Letters Improvement from Baseline in BCVA at Week 24
XIPERE Control

(N=96) | (N=64)
45 (" 9%) | 10 (" @) | 31 §% (155 %, ©D%)

% Difference (95% CI)

The Applicant also claimed that there are “statistically significant” treatment differences in
favor of CLA-TA for the secondary efficacy endpoint (the mean change from baseline in
subfield retinal thickness at week 24) and the additional efficacy endpoints listed below:

- The mean change from baseline in BCVA at all post-baseline study visits (for the
overall population)

- The mean change in BCVA at Week 24 by anatomical locations (Anterior, Intermediate,
Posterior and Pan)

- The proportion of subjects with clearing of each of the three signs of inflammation
(anterior chamber cell, flare and vitreous haze)

- The proportion of subjects with a 2-step reduction in each of the three signs of
inflammation.

However, because the study did not specify a testing procedure that adjusted for multiplicity
due to testing these additional endpoints, per this reviewer, the Applicant cannot make claims of

“statistical significance” for the treatment differences associated with the additional efficacy
endpoints. If the additional endpoints are deemed relevant and believed to add value to the

20

Reference ID: 4491876



prescribing physician, this reviewer recommen
as descriptive summaries as follows:

ds that the results be presented in the drug label

Descriptive summaries for the mean change from baseline in subfield retinal thickness at week
24, the mean change from baseline in BCVA for the overall population and by uveitis anatomic

locations are presented in Figures A1-A3.

Figure Al: Mean Change from Baseline in CST
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Applicant’s Summary presented in Section 14 of the drug label

The efficacy of XIPERE was assessed in a 6-month, randomized, multicenter, double-masked,
sham-controlled study in patients with macular edema associated with uveitis.

The primary efficacy endpoint was the proportion of subjects in whom best corrected visual
acuity (BCVA) had improved by > 15 letters from baseline after 24 weeks of follow-up (Table

Al).
Table Al: Number and Percent of Patients with >15 Letters Improvement from Baseline in BCVA at Week 24

) ) ] XIPERE Control
Patients Who Gained > 15 Letters from Baseline at Week 24

(N =96) (N =64)

n (%) 45 (99%) 10 (V@)
Estimated Difference (95% CI) 31 Q% (153%, ©@%)
CMH p-value* <0.001

* The p-value was based on a Cochran Mantel Haenszel test for general association between treatment and
response with stratification by country.

A statistically significantly greater proportion of patients treated with XIPERE achieved a >/5-
letter improvement in BCVA than control patients (p<0.001) at Week 24.

(b) (4)

Figure Al: Mean Change from Baseline in BCVA
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Figure A3: Mean Change from Baseline in CST
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5 Appendix 1: Selected Efficacy and Safety Summaries

Figure 1: Proportion of Subjects with a >15 Letters Improvement from Baseline (ITT)

CLS-TA Control

Timec N—96 N—o64 Differrecncc (95%0 CI)
Week 4 27(28%0) 3(5%0) - = 23%0 (7%0.39%0)
Week 8 34(35%0) 5(8%0) - e - 28% 0 (12%.42%)
Week 12 34(35%0) G6(9%0) .= = 26% (10%0.41%0)
Week 16 38(40%0) 10(16%0) - = 24%0 (8%0.39%0)
Week 20 42(44%0) 10(16%0) - e - 28% 0 (12%.43%)
Week 24 45(47%0) 10(16%0) - * - 31%0 (15%0.46%0)

(o]
Difference

Source: Adapted from Table 15 of the Applicant’s Study Report. Treatment differences and 95% confidence intervals for timepoints other than
Week 24 provided by the reviewer. For missing BCVA data and data collected after rescue medication, the last non-missing data from a prior
visit is used.

Figure 2: Proportion of Subjects with a >15 Letters Improvement from Baseline (ITT: Applicant’s Worst-
Case Imputation)

CI.S-TA Control

Time N—96 N—64 Differrencc (95% CI)
Week 4 27(28%) 3(5%0) .= & = 23% (7%0.39%)
Week 8 34(35%0) 5(8%0) - & = 28%0 (12%0.42%0)
Week 12 33(35%) 6(10%0) e = 26% (10%0.40%0)
Week 16 37(39%) 10(16%0) = 23% (7%0.38%0)
Week 20 39(41%0) 10(16%0) - = 25% (9%0,40%)
Week 24 41(43%0) 10(16%0) - hd - 27% (11%0.42%)

[e]
Diffcrence
Source: Reviewer’s Analysis. Treatment differences and 95% confidence intervals for timepoints other than Week 24 provided by the reviewer.
For the Control arm, missing BCVA data and data collected after rescue medication, the last non-missing data from a prior visit is used. For the
CLS-TA arm, for missing BCVA data and data collected after rescue medication, the baseline values are used.
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Figure 3: Mean Change from Baseline Central Subfield Retinal Thickness (ITT)

1
1
CLS-TA Control |
i
1
Time Mecan (SE) Mecan (SE) i Difl(95% CI)
Baseline 479.9(20.8) 523.9(24.4) = = _44 (-93.9,5.9)
i
Week 4 -153.3(15.4) 5.5(18.4) == | -158.8 (-196.5.-121)
i
i
Week 8 ~141.6(17) -4.4(20.3) I — -137.2 (-178.8.-95.6)
Week 12 -133.6(17) 8.4(20.1) - b - | -142 (-183.6.-100.5)
]
i
Week 16 -160.7(15.6) 18.7(18.6% == | -179.3 (-217.6,-141.1)
!
1
Week 20 -174.9(16) 1.3(18.9)® = = i -176.2 (-215.2,-137.1)
i
1
Week 24 -162.2(16.8) -4.5(19.9) w—=—= i -157.7 (-198.9.-116.6)
1
i

0
Source: Reviewer’s Analysis. Mean (SE), treatment differences and confidence intervals are provided from an ANCOVA model with treatment,
country and baseline central subfield retinal thickness used as covariates. For missing central subfield retinal thickness data and data collected
after rescue medication, the last non-missing data from a prior visit is used.

Figure 4: Mean Change from Baseline BCVA (ITT)

T
|
|
CLS-TA Control |
|
|
Time Mean (SE) Mean (SE) i Diff(95% CI)
i
Baseline 54.7(1.38) 53.5(1.69) - - = 1.2 (-3.2.5.5)
Week 4 9.7(0.9) 1.2¢1.11) = m 8.6 (5.7.11.4)
|
|
Week 8 11.8(1.16) 1.6(1.42) | = e = 302 (6.6,13.8)
|
I
Week 12 11.8(1.25) 1.5(1.53) =—e—= 03 (6.4,14.2)
Week 16 13(1.37) 2.9(1.68) =—e—= 02 (5.9,14.5)
Weck 20 12.5(1.4) 2.7¢(1.71) = e = og (5.5,14.2)
I
Week 24 13.9(1.35) 2.8(1.66) 1 == 1)) (6.8.15.3)
I
Il

(8]
Source: Reviewer’s Analysis. Mean (SE), treatment differences and confidence intervals are provided from an ANCOVA model with treatment
and baseline BCVA used as covariates. For missing BCVA data and data collected after rescue medications, the last non-missing data from a
prior visit is used.
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Figure 5: Plot of Mean Change from Baseline BCVA Over Time (ITT)
20

Mean Change from Baseline in BCVA

.
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Treatrment: cLs-TA - COMNTROL

Source: Reviewer’s Analysis. For missing BCVA data and data collected after rescue medications, the last non-missing data from a prior visit is
used.

Figure 6: Proportion of Subjects with a Complete Resolution of Anterior Chamber Cells (Score=0)

CLS-TA Control
Time N—96 N—-64 Dilferrence (95%06 CI)
Week 4 72(75%) 41(64%0) - = 11% (-4%6.26%0)
Week 8 T76(79%) 40(63%0) - = 17% (2%06.31%0)
i
Week 12 74(77%0) 40(63%0) - he - 15% (0%206,29%06)
I
|
|
|
Week 16 79(82%) 43(67%) = 15% (1%6.29%0)
Week 20 81(84%) 40(63%0) = 22% (8%206.36%)
Week 24 78(81%) 39(61%) - = 20% (6%26.35%)
[¢]
Tifference

Source: Table 14.2.11.1 of the Applicant’s Study Report. For missing data and data after rescue medication use, the last-non-missing data from
a prior visit is used.
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Figure 7: Proportion of Subjects with a Complete Resolution of Flare (Score=0)

CI.S-TA Control
Timec N—96 N—o64 Differrecncc (95%0 CI)
Week 4 81(84%0) 46(72%0) = & = 13% (-1%0.26%0)
Week 8 83(86%0) A45(70%0) .= & = 16%0  (326.29%0)
Week 12 83(86%0) 47(73%0) . = 13%0 (026.26%0)
Week 16 87(91%0) 45(70%0) . = 20% 0 (826.33%0)
Week 20 85(89%) A44(69%0) = 20% (7%0,33%0)
Week 24 85(89%) 44(69%0) - 20% (7%0,33%0)

(0]

Difference

Source: Table 14.2.11.3 of the Applicant’s Study Report. For missing data and data after rescue medication use, the last-non-missing data from
a prior visit is used.

Figure 8: Proportion of Subjects with a Complete Resolution of Vitreous Haze (Score=0)

CI.S-TA Control

Timc N—96 N—64 Diffcrrencc (95%0 CI)
Week 4 49(51%0) 19(30%0) - & = 21% (6%0.36%0)
Week 8 62(65%0) 22(35%0) .= & = 30%0 (14%0.45%0)
Week 12 62(65%0) 26(41%0) - = 23%0 (82%0.39%0)
Week 16 64(67%0) 22(35%0) - = 32%0 (17%0.47%0)
Week 20 67(71%0) 25(40%0) - = 31%0 (16%6.46%0)
Week 24 69(73%0) 25(40%0) - 34%0  (19%06,49%0)

(8]

Difference

Source: Table 14.2.11.5 of the Applicant’s Study Report. For missing data and data after rescue medication use, the last-non-missing data from
a prior visit is used.
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Figure 9: Proportion of Subjects with a Complete Resolution of Anterior Chamber Cells (Score=0) Among

Subjects with Baseline Score>0

CI.S-TA Control
Timec N—50 N—23 Differrence (95%0 CI)
Week 4 28(56%) 5(22%) 84% (13%0.56%0)
Week 8 33(66%0) 4(17%0) A9%  (28%0,69%0)
Week 12 31(62%) 6(26%0) 38% (13%0.58%0)
Week 16 37(74%0) 7(30%0) A4 ™(21%0.66%0)
Week 20 39(78%0) 4(17%0) T 61% (A1%6.%80%0)
Week 24 36(72%) 4(17%) S5% (35%0,74%0)

(o]

Difference

Source: Table 14.2.11.2 of the Applicant’s Study Report. For missing data and data after rescue medication use, the last-non-missing data from

a prior visit is used. Only subjects with baseline anterior chamber cell score of >0 are included.

Figure 10: Proportion of Subjects with a Complete Resolution of Flare (Score=0) Among Subjects with

Baseline Score of >0

CLS-TA Control
Time N=35 N=20 Differrence (95% CI)
Week 4 21(60%) 5(25%) 35%6  (10%6.60%)
Week 8 24(69%) 4(20%) A9%  (2%%.72%)
Week 12 25(71%) 6(30%0) he 41% ™(16%06.66%0)
Week 16 27(77%) 4(20%) P7%  (35%.80%)
Week 20 26(74%) 4(20%) : S4%% (329 ™77 %)
Week 24 26(74%) 4(20%) S4%% (329 ™77 %)
|

(6]

Difference

Source: Table 14.2.11.4 of the Applicant’s Study Report. For missing data and data after rescue medication use, the last-non-missing data from

a prior visit is used. Only subjects with baseline flare score of >0 are included.
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Figure 11: Proportion of Subjects with a Complete Resolution of Vitreous Haze (Score=0) Among Subjects

with Baseline Score of >0

CLS-TA Control
Time N=76 N=43 Differrence (95%o C1)
Week 4 30(39%) 3(7%) e —— 32% (19%6.46%)
Week 8 43(57%0) 6(14%0) = 4% (27%0.58%0)
Week 12 44(58%0) 9(21%0) 37%0 (2196,.53%0)
Week 16 45(59%) 8(19%) - e F1% (25%06,57%0)
Week 20 48(64%) 9(21%) A6 (27%.59%)
Week 24 51(69%) 10(23%0) 467 (29%20.62%0)

(e)

Diffcrence

Source: Table 14.2.11.6 of the Applicant’s Study Report. For missing data and data after rescue medication use, the last-non-missing data from
a prior visit is used. Only subjects with baseline vireos haze score of >0 are included.

Figure 12: Mean Change from Baseline VFQ-25 Composite Score (ITT)

CLS-TA Control
Timc Mecan (SE) Mecan (SE) Diff(95%6 CI)
Baseline 68.3(1.9) 69.9(2.3) - -1.6 (-7.6.4.3)
Week 24 7.3(1.8) 3.5(2.1) "" 3.8 (-0.5.8.1)

Source: Adapted from Table 14.2.7.1.1 of the Applicant’s Study Report. Mean (SE), treatment differences and confidence intervals are provided
from an ANCOVA model with treatment, country and baseline score used as covariates. For missing VFQ-25 data at a given visit, the last non-

missing data from a prior visit is used.
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Figure 13: Mean Change from Baseline VFQ-25 Ocular Pain Score (ITT)

CLS-TA Control

Time Mean (SE) Mean (SE) Diff(95% CI)

Baseline 72.3(2.2) 75.8(2.7) i -3.5 (-10.3.3.3)
Week 24 7.6(2) 5.7(2.5) -I" 1.9 (-4.4.8.2)

Source: Adapted from Table 14.2.7.1.1 of the Applicant’s Study Report. Mean (SE), treatment differences and confidence intervals are provided
from an ANCOVA model with treatment, country and baseline score used as covariates. For missing VFQ-25 ocular pain data at a given visit,
the last non-missing data from a prior visit is used.

Figure 14: Mean Change from Baseline IOP (Safety Population)

1
CI.S-TA Control i
i
I
Time Mean (SE) Mean (SLE) ! Diff(95% CI)
!
Baseline 13.3(0.3) 13.5(0.4) - -0.2 (-1.2,0.8)
Week 4 2.3(0.4) -0.1(0.5) - 2.4 (1.1,3.6)
Week 8 2.2(0.4) 0.6(0.5) - 1.7 (0.3.3)
Week 12 (Pre-inj) 1.9(0.5) 1.4(0.6) - 0.5 (-1.2)
Week 12 (Post-inj) 5.4(0.7) 1.1(1.1) - 4.2 (1.7.6.8)
Week 16 2.7(0.5) 2(0.6) - 0.7 (-0.9,2.2)
i
|
Week 20 2.3(0.5) 1.2(0.6) - 1.2 (-0.3.2.7)
i
|
Week 24 1.6(0.4) 1.2(0.5) - 0.4 (-0.9.1.8)
I
1
0

Source: Adapted from Table 14.3.5.1.1 of the Applicant’s Study Report. Mean (SE), treatment differences and confidence intervals are
provided from an ANCOVA model with treatment and baseline IOP used as covariates. Pre-inj and Post-inj refer to pre and post second
injection IOP values.
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Figure 15: Subgroup Analysis: Proportion of Subjects with >=15 letters Improvement from Baseline at

Week 24 (ITT)
|
CLS-TA Control i
Subgroups N (%) N (%) % Difference(95% CI)
Overall 45(47%) 10(16%0) i i 31%  (15%.,46%)
Sex: F 26(48%) 5(15%) % en 33%  (12%,52%)
Sex: M 19(45%) 5(17%) i'_'_' 29%  (5%.,50%)
Age: 65-75 Years 6(50%) 1(13%) 'i—'—' 38%  (-9%.,76%)
Age: <65 Years 38(47%) 8(15%) i i 32%  (15%.,47%)
Age: >75 Years 1(33%0) 1(25%T—3F'—' 8% (-63%0,76%0)
Race: ASIAN 24(55%) 8(29%) :h_’_' 26%  (2%0,48%)
Race: BLACK OR AM  7(64%) 1(9%o) % = 55%  (9%.84%)
Race: WHITE 14(35%) 1(4%0) i'_'_' 31%  (6%.53%)
Ethnicity: Hispanic 5(50%) 0(0%) ++' 50%  (-2%0.88%)
Ethnicity: Non-Hispanic  40(47%) 10(17%) 1 i 29%  (13%.45%)
Region: INDIA 23(53%) 8(30%) f_'_' 24%  (0%,46%)
Region: USA-ISR 22(42%) 2(5%) i Ren 36%  (16%.,54%)
i

Source: Applicant’s integrated summary of efficacy (ISE) Tables 1.1.1 to Table 1.1.13. AM: African American. For missing BCVA data and
data collected after rescue medication, the last non-missing data from any prior visit is used.

Figure 16: Summary of BCVA Improvement (Benefit) and IOP Related Adverse Event (Risk) (ITT)

Benefit: BCVA improvement of 15 letters or more

Benefit: BCVA improvement of 10 letters or more

38%

16%

9%
“E

Benefit without I0P

Benefithut IOP

43%

No Benfit and No 0P

mCLSTA m Control

47%

No Benefit but IOP

58%

33%
28%
14% 14%
10%
nll
|

Benefit without IOP

Benefit but IOP

mCLSTA mControl

No Benfit and No IOP

13%
%

No Benefit but IOP

Source: Reviewer’s Analysis. For missing BCVA data at a given visit, the last non-missing data from a prior visit is used.
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Inflammation Scales

Vitreous Haze Scale Anterior Chamber Flare Grading Scale Anterior Chamber Cells Grading Scale
Score Description Score | Description Score Cells in Field
0 Noinflammation 0 ]
<05 Trace inflammation (slight blurring of the optic disc margins and/or loss of fhe 0 None
nerve fiber [ayer retlex) ] ] 5+ _5
, —— 4 I+ Famt 0 =
+ Mild blusring of the retinal vessels and optic nerve
- ‘ I ‘ . . 1+ 6-15
<13 Optic nerve head and posteriorrefna view obscuration greater than +1 but less 2+ Moderate (II‘IS and lens details clear)
than + 2+ 16-25
2 Moderate blurring of the optic nerve head 3t Marked (1115 and lens details hﬂZ}’)
— 3+ 26-50
- ot e e e 4+ Intense (fibrin or plastic aqueous)
-4 Optic nerve head not visible pastic aq 4+ 50
32
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6 Appendix 2: Summary of the 27 Publications and Two Additional Studies
6.1 Summary of Publications

As supporting evidence, the Applicant submitted a literature summary based on 27 publications.
The design of the studies summarized in the 27 publications together with baseline
characteristics of subjects enrolled in these studies is presented in Table 11. Of the 27 studies, 2
(7.4%) were randomized controlled trials (Shin and Yu, 2015; Soheilian, 2010), 9 (33.3%) were
non-randomized prospective studies, and 16 (59.3%) were retrospective studies. Per the
Applicant’s summary, the 27 studies included a total of 1013 eyes with a diagnosis of uveitis, of
which 840 were treated with TA alone or TA in combination with other therapy. The patient
follow-up time ranged from 3 weeks to more than 2 years. A minimum follow-up of at least 3
months was frequently reported. Most of the studies included more females than males (Table
11). The main efficacy outcomes of interest in the published literatures were visual acuity and
macular edema measured by retinal thickness. The visual acuity and macular edema efficacy
summaries for the 27 studies are presented in Table 12 and Table 13, respectively.

As stated earlier, of the 27 studies, only 2 were randomized and controlled studies (Shin and
Yu, 2015 and Soheilian, 2010). Shin and Yu, 2015 summarized a prospective, double-masked,
randomized study. In this study, 50 patients were randomized equally into the intravitreal (IV)
TA injection group (4 mg/0.1mL) and the sham group. The two groups were comparable with
respect to baseline characteristics of age and sex (Table 12). Per the summary, follow-up visits
were performed monthly within a 1-week window period for 6 months. At the baseline and
follow-up visits, all patients underwent a complete ophthalmologic assessment, including
BCVA measurement. The study showed that there was no statistically significant difference
between the two groups with respect to mean BCVA throughout the follow-up period. In
addition, the study reported that BCVA did not improve significantly from baseline in either
group. The Authors also conducted a treatment comparison on a subgroup of subjects formed
based on baseline lens status (pseudophakic and phakic). The results showed that there was also
no significant difference in BCVA change in these subgroups. Soheilian, 2010 summarized a
randomized pilot study which compared intravitreal bevacizumab (I\VB) versus triamcinolone
acetonide (IVTA) in subjects with refractory uveitic. In this study, 31 eyes of 26 patients were
randomly assigned to the two groups. Per the study summary, subjects allocated into the IVB
group received 1-3 injections of 1.25 mg bevacizumab [15 eyes] and the IVTA group received
1-3 injections of 2 mg triamcinolone [16 eyes]. The primary efficacy outcome of interest in this
study was change in BCVA from baseline at Week 36. The study reported that there was no
statistically significant difference between the two treatment groups with respect to visual
acuity change from baseline at 12, 24 and 36 weeks.

Per the Applicant, the safety profile reported in the 27 articles was characterized by elevations
in IOP. They state that these elevations were predictable and generally managed with 10P-
lowering medications. Per the summary, cataract was the most common non-10P ocular event
reported in the literature review. Based on the efficacy and safety summary in the 27
publications, the Applicant concluded that, the data presented in this literature review are
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favorable and support the use of TA in subjects with macular edema associated with non-

infectious uveitis.

Table 9: Summary of Search Terms Used for the 27 Publications (Study CLS1001-304)

Triamcinolone Acetonide

Alacular Edema

Diisease Descriptors

and MeSH)

imamcinolone acetomde (Emiree

nacular edema (Emirese 2014)

wveltls (Emires)

mamcinolone

nmacular edenna (MeSH 19284)

wveltns (MeSH)

TA

reting macula edema (Emtree
pre-2014)

non-infectious wweitis

macula hatea AND edema
(MieSH)

diabetic macular edema OF.
DihIE

macular edema OF. macula retinal vein occhusion OF. EVO
edema
cedenma pammveitis OF cyclitis

inflammation

Abbreviations: DME = diabetic macular edema; Emtree = subject headings unique to Embase; MeSH = MMedical
Subject Headings used for indexing articles for MEDLINE /PubMed; W0 = retinal vein ecchision:; TA =
riamcinolone acetonide.

Source: Table 1 of the Applicant’s summary

Figure 17: Flow Diagram of Publications Selections Process (Study CLS1001-304)

Records identified through Duplicates removed
database searching P n=1)
(n =408) B
Abstracts screened Abstracts excluded
(n = 407) (n = 257)

Full-text articles assessed for Full-text articles excluded
eligibility n=11)p
(n=150) —

Publications screened for - -
=1 patient wiin ME e e
secondary to uveitis (e '_ 106 : )
{n = 139} (n=106)

Publications assessed for -
data extraction EXC"-:I;E‘_EI SS}TQJdIeS
(n=33) =

Fublications included for
data extraction
(n=27)

Abbreviations: AMD = age-related macular degeneration; DME = diabetic macular edema; ME = macular edema;
n = number; BV = retinal wein occlusion; TA = triamcinolone acetonide.

* Did not meet the prespecified eligibility criteria vpon evaluation of the fisll text (included letters to the editor,

conference abstracts, reviews, and studies that did not nse TAJ).

b Included 3 studies reporting already published results and 3 studies with zaninterpretable results (reported only

combined results for nmiltiple diug treatment regimens).

Source: Figure 1 of the Applicant’s summary
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Table 10:

Summary of Clinical Publications (Study CLS1001-304)

Etiology

Total

Eyes per Treatment

Total Eves per

Total
No.

Eticlogy | TA" T

Articles”

Specific Fublications

BEVO

2879 1789 1080

&7

Adelman 2015; Asano, 2007; Avitabile, 2005; Bearelly, 2006; Beer, 2003; Byun, 2010; Cakir, 200&;
Cekig, 2007; Cekig, 2010; Cekic, 2005a; Channa, 2017; Chen, 2010; Chen, 2006; Cheng, 2006; Cheng,
200%a; Chng, 2008; Demir, 2014b; Gokce, 20014; Guiloff 2010a; Hayashi and Hayashi, 2003; He,
2011; Higashivama, 2013; Hirano, 2007; Hon, 2009; Fwao, 2007; Jonas, 2005; Earad&ic, 2015; Eawaji,
2005: Eawaii, 2008: Eelkar, 2000: Eim and Park. 2009; KEomre, 2008:; Eola. 2016; Erepler, 2005b;
Eamikata, 2012; Ewon, 2013; Lee and Shah 2005; Lee, 2014; Lee and Yang, 2004; Lim 2011a; Ma,
2008; Curramy, 2013; Moon, 2016; Moma, 2012a; Moma, 2012b; Moma, 2012c; Oh, 2007; Ozdek, 2008;
Ozkiris, 2005; Ozkiris, 20046; Ozkok, 2015; Park and Abn  2008; Patel, 2008; Fiase, 2008; Scoe, 2000;
Senturk, 2013; Sohn, 2014; Tewari, 2005; Uenmira, 2009: Wei, 2012b; Yamashita, 2007 Yeprentyan,
2005; Yoo, 2015; Yoon 2014; Yunmsak 2016a; Yomusak, 20160 Zhang. 2016

CEVO

Adelman, 2015; Alshareef, 2014; Asamo, 2007; Avitsbile, 2005; Bashshur, 2004; Bagoglu, 2007; Cekig,
2007; Cekig, 2005b; Cheng, 2009%; Demir, 2014a; Ding, 2011; Fan, 2014; Funno, 2005; Gelston, 2004;
Goff, 2004; Guokce, 2013; Gregori. 2006:; Guthoff, 2010%; He, 2011; Ip, 2004: Ip. 2009; Twao. 2007:
Esmushik, 2004; Erepler, 200 ee and Yang, 2004; Lim 201 1a; Lim and Na, 2011b; Lin, 20
Lucatto, 2017; Gueram. 2013; Moschos, 2007; Muni, 2010; Ozdak. 200,
Parodi, 2008; Patel, 2008; Senturk, 2010; Tao, 2010; Teward, 2005; Wa
Wed, 20120; Williamson and O'Donnell, 2005; W, 2000 Yamamoto,
2016: Yoo, 2015; Yoon 2014; Tummsak, 2018a

Unspecified
Other BVO

Aref, 2015; Bhurayanontachai, 2009; Cekic, 2005b; Jonas, 2004; Patel 2008; Wang, 2008

DME

14

Avitabile, 2005; Beer, 2003; Blmrayanontachai, 2009; Cekig, 2007; He, 2011; Twao, 2007; Jonas, 2004;
Jomas, 2005; Fogure, 2008; Lee and Yang, 2004; Sonoda, 2011; Teward, 2005; Wang, 2008; Yamashita
2007

Cither
Eticlogies

125 125 0

]

Bear, 2003; Bhnrayanontachai, 2009; Twao, 2007; Jonas, 2004; Tonas, 2005; Les and Yangz, 2004

Abbreviations: BEVO = tranch retinal vein occhezion; CRVO = central retinal vein occlusion; DME = diabetic macular edema; B0 = retnal vein occlusion; OT = other

weamment; TA = miamcinolone acetonide
* Publications may have repored =1 etology.
¥ Counts for meamment with TA includes eyes thar received combinaton therapy (TA+OT).

Source: Table 2 of the Applicant’s summary

Table 11: study Designs and Baseline Characteristics (Publications Selected for Data Extraction: Study CLS1001-304)

Publication Study Design Treatment N N (Eyes) Mean Age Gender Follow-Up
{Subjects) (Range)
Eandomized Controlled Trials
Shin and Yo, Prospective, DM, | 4mg IVTA 25 25 53.60 MF:1213 |6m
2015 randomized study | Sham 25 25 5058 MF: 1114
(RCT)
Soheilian, 2010 | Masked RCT 125 mg IVB 26 15 331 36w
Impg IVTA 16 440
Nonrandomized Prospective Studies
Antcliff, 2001 Self-controlled Img IVTA ] 4 44.7 (33-59) MF: 1/5 Three subjects were
trial followed for more than
1 y1, and the other 3 for
berween 3 snd O m.
Choudhry and Interventional case | 4me IVTA in 1 eye 10 20 430 (35-59) MF- 73 Of the 10 subjects,
Ghosh, 2007 SETiES 20 mg PSTA in other 9 completed the § m
aya follow up period, and 1
subject who was a
steroid responder, was
withdrawn from the
sudy affer 1 w.
Goldstein, 20016 | Phass 172 OL 4 mg suprachoroidally 0 enrolled 8 Median §0 (42-78) | M/F:3/8 All subjects completad
study mjected TA with 11 (atiempted | the 26-w follow-up,
arrempred injections) | exceptfor 1 subject who
Injections was lost to follow-up
& meatad 16 w following re-
enrollment.
Jennings, 1988 Comparative study | 40 mg FS 10 10 36 (1864 M/F: 5/5 Upwoidw
methylprednizone
20 mg PSTA 2
Jovanowic, 2017 | Interventional case | 40 mg PSTA 25 30 40.5 (15-68) MF: NE Mean: 12.4m
SETIES Fange: 10-26 m
Munk, 2013 Observational 4mg IVTA 4 e 424 MF:1014 |3m
smudy
Morrison, 2007 Interventional Mmg IVTA 7 813 30 M'F: 5/2 Minimom 8 m
consecutive case injections)
SETiES
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Publication Study Design Treatment N N{Eyes) Mean Age Gender Follow-Up
(Subjects) {(Range)
Venkatesh 2007 | Observational 40 mg PSTA 11 11 3346 M/F: 101 im
study 1 mgkg oral 11 23 418 M/F: 5/6
prednizolone
Young, 2041 OL, unmasked, 4meg IVTA ] § 36.5(23-5T) MF:NR Range: 15-20m
pilot smdy
Fetrospective Studies
Androundi, 2005 Befrospactive 4mz IVTA 14 2 453 (21-73) M/F: 313 Mean: 34w
Teview Median: 32 w
Faanpe: 18-56 w
Bae, 2011 Femospectdve 125 mg IVB 10 10 476 (18-TT) MF:1417 | Mean: 223w
COMpATative 4me IVTA 11 11 Fange: 14-37Tw
TEView 40 mg PSTA 10 10
Diaz-B hanmik Caze serigs Img IVTA 19 33 514 (13-72) MF:524 |(Mean:135m
and Jones, 2006
Gurfleisch, 2007 | Betrospective 4me IVTA 19 12 55 (16-7d) MF: 415
review
Hogewind, 2008 | Moncomparative, ~10mg IVTA 23 33 (40 547 M/F: 716
mmterventional caze injections)
SETies
Jea, 2006 Chart review 4mg IVTA 41 42+ 58.5 (39-75) MF: 2021 | Minimum 3 m
40 mg PSTA 25 43" 483 (33-80) MF: 169
Kok, 2003 Moninterventional | 4 mg IVTA 34 65 44 (14-76) MF:NE Mean: 8.0 m
COMPAT3Tive case Fanpe: 3-51m
SETIES
Lasawe, 2000 Multicenter 15meg IVB 28 14 45,6 (28-64) fm
inferventonal 4mgz IVTA 20 419 (21-64) MF:- 87
Comparative 1 unknown
sdy
Lasawe, 2017 Multicenter 125 mg IVB 16 2 426 (18-635) . 24 m
mterventional 4mpg IVTA 21 2 M/F: 9/12
Comparative
study
Publication Study Design Treatment N N (Eyes) Mean Age Gender Follow-Up
(Subjects) (Range)
Lader, 2011 Cohort smudy PETA or OFTA (79% 126 136 44 (median) M/F:31/05 | Minimum 12 m
and 21%: of injections, {8-80)
respectively); dose of
40 mg or 20 mg (#6%
and 4% of injectons,
respectively)
Maca, 2008 Eletrospective 4mg IVTA 18 24(1-3 530 MF:6/12 | Mesn:1lm
TEview injections) Fange: 3-25m
Fadwan, 2013 Comparative caze | Br BID 35 34 56.1 MF: 422 |3m
SETiES 25 mg/ml. IVB/Br BEID 21 54.6 MF: 4/14
4 mg IVTA/Br BID 12 521 M/F: 74
Foesel, 2000 Betrospective 4mg IVTA o2 48 530 M/F:2127 (12m
study 40 mz OFTA 49 48.8 M/F: 1336
Sallam 2012 Consecurive caze 4meg IVTA 35 41 NE MF: NE Minimom 3 m
SETIES
Sreekantam, Retrospective 40 mg Sub-tenon TA 22 22 474 (23-T49) MF: 517 | Median: Tw
2017 smdy Rangs: 4-19 w
Steaples, 2017 Single center -imz IVTA 40 24 (64 525 (16-85) M/F: 1624 | Minimom § m
cohort stady injections)

Abbreviations: BID = rwice a day; Br = bromfenac drops; DM = double-maszked; F = fernale; IVB = inwavimeal bevacizumab; IVTA = inmravimeal TA; M =
male; m = month{s); ¥ = mmber; NE = not reported; OFTA = orbital floor TA; OL = open-label; P5 = posterior sub-tenon; PSTA = posterior sub-fenon TA;
E.CT = randomized conmolled wial; TA = miamcinolone acetonide; w = week(s); 3T = yean(s)

* The eticlogies for this treatment group were diabetic macular edema (24 eyes), retinal vascular occhosive disease (8 eyes), uveitis (5 eyes), and exudative age-
relared macular degeneration (5 eyes)

" Most subjects were diagnosed with idiopathic intermediate weeitis, with the exception that 2 eyes had Bebcet’s and Harada Diseass associated with wveitis.

Source: Table 3 of the Applicant’s summary
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Table 12: Summary of Efficacy: Visual Acuity (Study CLS1001-304)

Fublication Treatment N (eves) VA(mean=5Dy)
Snellen LogAIAR ETDES letters Converted to Change from
ETDES letters* | BL in ETDRS
letters
Eandomized Controlled Trials
Shin and Yo 2015 | 4mg IVTA 25 BL: 60.2=0.6 BL: §9.2=0.6 Did not
Did not improve | Did not improve imprave
significantly significantly from | significaniy
from BL BL thromghout the | from BL
throughout the follow-up peried throughont the
follow-up period follow-up
period.
Sham 25 BL: 60.6=0.0 BL: §9.6=2.0 Did not
Did not improve | Did not improve improve
significantly significantly from | significantly
from BL BL thromghout the | from BL
throughout the follow-up peried throughont the
follow-up period follow-up
period.
Soheilian, 2010 125 meg IVB 15 012w 012w 12w +0.5
(Improvement): (Improvement): - +14.5
—D. 190 2] =" 9. 5£]0.5%" 36w +17.5
024w 024w
(Improvement): (Improvement):
—0.28=5. 2" 14.5=] 44
036w 036w
(mmprovement): (Improvement):
—.35=.45* 17.5=22 5%
2mgIVTA 16 0-12w -12w 12w +7
(Improvement): (Improvement): 24w +14.5
—0.14=0.30 7=15 36w +16
24w 024w
(mmprovement): (Improvement):
—0.28=). 32" 14.5=16%"
036w 036w
(Improvement): (Improvement):
—1.32).33%e 16=164*
FPublication Treatment N jeves) VAimean=5D)
Snellen LogMAR ETDRES letters Converted to Change from
ETDES letters" EL in ETDRS
letters
Nonrandomized Prospective Studies
Ancliff 2001 Img IVTA 6 Mean Mean 12 m: +13.5
improvement after improvement after
12 m: 0.27 12m: 13.5
Chouwdhry and 4 mg IVTA inone | 10 BL: 0.67=0.10 BL: 51.5=5 Im #2235
Ghosh, 2007 eve 3m: 022015 3m: T4=7.5 6m- +22.5
6m: 0.22=0.10 6 m: T4=5
20 mz PSTA in 10 BL: 0.68=0.14 BL: 50.5=7 3 mc #2035
other eye 3m- 0280121 3 m T1=10.5 Gm- #2335
6m: 0.22=0.15 6 m: T4=1.5
Goldstein, 2016 4 mg 3 After a singls suprachoroidal mjection of TA, all § efficacy-evaluable subjects showed improvements
suprachoroidal in BCVA. Mean improvements ranged between 0.17 and 028 loghdar (approximately & and
TA 14 letters) sustained through the 26-w smdy period. Improvements in BCVA (3 zain of =2 lines) wera
shown by § of § subjects (75%) at Week 8, and by all 4 subjects {100%:) whe needed no additional
mveitis freatment through the 36-w postireatment observation period of the smdy.
Tennings, 1988 40 mg P5 10 BL: 20134 BL: 44 1w:+9
methylprednisons 1 w: 20/91 1w:53 F-4w +3
34w 2115 3-4 w47
20 mg PSTA 2 BL: 20/115 BL: 47 1w+
1w 200113 1w 47 34w +13
3-4 w 20V50 3-4 w: 65
Tovanovic, 2017 40 mg PSTA 30 BL: 0.40=0.20 BL: 45=10 1 w:+10
1 w: 0.20=0.10 12w +12.5
12w 0.15=0.10
Miunk, 2013 4mg IVTA 20 BL: 20/63 BL: 60.77=2.78 1d:+527
1d: 20v48 1 d: 66.04=3.18 1 w: +11.54
1 w: 20/36 1w 72312 42 1 m- +15.53
1 m: 20730 1 m: 76.3=3.06 2m +15.53
2 m: 2030 2m: 76.3=2.95 3 m: +14.09
3 m: 2031 3 m: 75.76=3 .41
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Publication Treatment N (eves) VA(mean=5D)
Snellen LozMAR ETDES letters Converted to Change from
ETDES letters® BL in ETDRS
letters
Morrison, 2007 20 mzTVTA 213 BL: 0.76 (0.07%) BL:47(3.59 1w +7
injections) 1w 062 (0.00%) 1 w: 54 (459 1m: 4135
1 m: 049 (0.089) 1 me 60.5 (4.59 Fm:+15
3 m: 046 (0.089 3m 62 (49
Venkatesh, 2007 40 mz PSTA 11 Deecimal fraction of 0 d: 53=180 3d:+9
Spellen VA: 3 d: 6247 2w +17
0 d: 0.231=30.08 2 w: T0=53 6w +21
3 d:03530=0.17 & w: T4=52* 12 wr +25
2w 04964023 12 w: 78253
6w 0.6100=022*
12 w: 0.7110=0.23
1 mg/kz oral 22 Diecimal fraction of 0 d: 59=30 3d:+7
predoisolons Snellen VA: 3 d: G642 2w +14
0 d: 0.2986=0.12 2 w: 73252+ 6wz +20
3d:04150=0.14 & w: 79=52 12 w18
2 w: 0.5805+022% 12 w: 7757
6w 0.7600+022
12 w: 0.6880=0.28
Young, 2001 4mg IVTA ] BL: 627 BL: 52
1m: 611 1m: 72
Im: 610 3Im: 74
Gm: 6146 6 m: 64
12 m: 630 12 m: 50
Eetrospective Smdies
Androudi, 2005 4mgIVTA 20 BL: 0.9=0.5 BL: 40=25 1m:+5
1m: 0.8=0.6 1 m: 4530 LFU®: +5
LFU": 0.80.6 LFU": 45530
Bae, 2011 125 mz VB 10 BL: 0.73=041 BL: 4852205 1m: #2335
1 m: 026022+ 1m: 7211
4mg IVTA 11 BL:48.5=16.5 1m:+19
1 m: 67,505
40 mz PSTA 10 BL:492.5=115 1 m: +20.5
1m: 0.30=0.19* 1 me 70=0.5*
Publication Treatment N (eves) VA(meantsD)
Snellen LogMAR ETDES letters Converted to Change frem
ETDES letters" EL in ETDRS
letters
Das-Bhaumik and | 2mg IVTA 33 Spellen VA improved by = 2 lines after 14 injections (38.9%) and by = 1 line in 22 eyes (§1.1%).
Jones, 2006 There was no change in 12 eyes (33.3%) and a deterioration in 2 eves (both 624 to 660 with
imiractable CME]. Of the eves with a pre-injection acuity of &/60 or better, 12/24 (50%) showed a
= 2-line improvement. Of the eyes worse than 6/80, only 2/12 {1§.6%) showed a = 2-line
improvement, but § chowed a = 1-line improvement {in all of which, CMO was aliminated).
Gurfleisch, 2007 4mgIVTA 12 BL: 0.54=0.1% BL: 58=0.5 w3
2w 0.64=0.31 2w 53=1535 6w +3
6w 0.43=028 r Im:+4
Im: 046203 Gm:-1.5
6 m: 0.57=0.29 12m:-1.5
13 m: 0.57=0.31 12 m: 56.5=15.5
Hogewind, 2008 ~10mg IVTA 33 The BCWVA after IVTA increased at 3m in both groups: 11 eyes (32%) with intermediate uveitis and
0 eyes (50%) with posterior wveitis respondad with an improvement in vision of =2 lines. Twelve
months after IVTA, 10 eyes (48%:) with miermediate uvertis and § eyes (32%) with postenior wveitis
responded with an improvement in vision of =2 lines. Mo significant differences were found {p
=0.05).
Jaz, 2004 4 me IVTA 42 Did not report VA
40 m= PETA 43
Eok, 2005 4megIVTA 65 BL: 0.65 BL: 52.5 Post-TA: +13
Post-TA: 0.39 Post-TA: §5.5
Mean MMean
improvement: improvement: 13
0.26
Lazave, 2009 25meIVE 18 BL: 1.2=0.4 BL: 25=20 1m: +5
1m: 1.1=0.4* 1 m: 30=20* 3m:+10
3m: 1=0.3* -3 §m: +20
6§ m: 0.8=04* & m: 4520+
4mgIVTA 20 BL: 1.1=0.2 BL: 30=10 1m: +15
1 m: 0.8=0.4* 1 m: 45=20* 3m:+20
3m:0.7=0.4 3 m: 50=20* §m: +20
6 m: 0.7=0.3* § m: 50=15*
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Publication Treatment N {eves) VA(meantSD)
Snellen LogAlAR ETDES letters Converted ro Change from EL
ETDES letters" in ETDES letters
Lasave, 2017 1.25 mg IVB 20 BL: 1=0.4 BL: 35=20 1 m: +10
1 m: 0.8=0.4* 1 m: 45=20* 24 m: +10
24 m: 0.8=03* 24 m: 45=15*
4 mg IVTA 24 BL:1.1=02 BL: 30=10 1m: +15
1 m: 0.8=0.4* 1 m: 45=20* 24 m: +#25
24 m: 0.6=02* 24 m: 55=10*
Leder, 2011 TA (either PSTA 156 Halving of the visual angle at 1 m: 52% (95% CI 48, 57)
or OFTA; dose of Halving of the visnal angle 3 m: 57% (95% CI 51, 62)
40 mg or 20 mz Median time to oucome: 3.1w
[96% and 4% of
injections,
respectvely])
Maca, 2000 4 mg IVTA 24 (1st d-VA
injection) | Mean d-VA improved significantly from BL {0.25=0.17 dec) to Week 1 {0.38=0.23 dec, p=0.01),
forther until Week 4 (0.42=0.27 dec, p=0.29). Between Weeks 4 and 12 (0.40=0.30 dec) values did not
change in a significant fashion (p=0.77). Agam, values at Week 12 were significantdy better than values
obtamed prior to [VTA reatment (p=0.01).
o-VA
Mesn 0-VA improved significantly from 0.84=027 logFAD at BL to 0.69=0.31 logRAD at Week 1
(p=10.01), and then tended to recover even more until Weeks 4 (0.65=0.36 logBAD, p=0.20) and 12
(0.59=0.37 logRAD. p=0.43).
4 mg IVTA 13 (2nd d-VA
injection) Following a similar pattern as was noted after the first injection. values improved from 0.27=0.13 dec at
Week 12 to 0382024 dec at Week 13 {p=0.01) and to 0.44=0.27 dec at Week 16 (p=0.41). Thereafter
d-VA did not change wnrl Week 24 (0.40=0.27 dac, p=0.41). d-VA ar Week 24 had not improved
significantly as compared with Week 12 or BL {p=0.28 and p=0.07, respectively).
o-VA
Mean p-VA at the second injection time point (Week 1) was 0.56=0.4 logFAD._ No significant
changes were observed duning the follow-up visits at Weak 13 (0.63=0.4 logBAD, p=0.32), Week 16
(0.67=0.30 logRAD, p=0.52) and Week 24 (0.78=0.35 logR AD. p=0.19). Mean n-VA at Week 24
tended to e worse than at Week 12, albeit not at a significant level (p=0.07) and was unchanged o
lewvals of Week 12 (p=0.49)_
4mgIVTA 4 (3rd This group was too small for reliable stanistical analysis.
injection)
Publication Treatment N (eves) VA(meantsD)
Snellen LogAIAR ETDES letters Converted to Change from EL
ETDES letters® | in ETDES letters
Fadwan, 2013 Er BID 34 BL:0.30=0.28 1m: +1.5
1m 0.37=020 Sm+4
3m 0.31=0.27
25 mg/mlL IVB 21 BL: 0.55=0.24 1 m: +§
Er BID 1 m 0.43=020 Sm: +10
3me 0.35=023%+
4me IVTA 12 BL: 0.52=0.50 lm: +7.5
Er BID 1m 0.37=0.53 Sm:+85
3 m- 0.33=0.55*
Foesel, 2009 4mg IVTA 48 BL: 0.61=0.35 1m: +5
1 m: 0.51=0.34* 3m +7
3m 0.47=031" 6m: -0.5
6m: 0.62=033 12 m: -3
12 m- 0.67=033
40 mg OFTA 49 BL: 0.58=0.39 BL: 56=19.5 1m: +4
1 m: 0.50=041* 1 m: GO=20.5* 3m +Hi
3m 0.46=038* 3m: 62=19* 6m: +5.5
Gm 0.47=038 6 m: 61.5=19 12 m: +7
13 m: 0.44=031 12 m: 63=15.5
Sallam, 2012 4meIVTA 41 Mean Mean 1 injection: +17
improvemenrs; improvemenrs; 1 injectioms: +12
1 imjection: 0.34 1 injection: 17 3 injections: +21
2 mjectons: 0.24 2 mjections: 12 4+ imjections: +15
3 injectons: 0.42 3 injectons: 21
4+ injections: 4+ injections: 15
0.30
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Publication Treatment N (eves) VA(meantsD)

Snellen LogAlAR ETDES letters Converted o Chanze from EL
ETDEE letters® | in ETDRS letters
Sreskantam 2017 40 mg Sub-tenon | 22 Treamment with STA was associated with significant improvement in WA (p=0.0001). The number of
TA subjects with a VA =612 mcreased from 1 (4.5%) to 17 (77_3%:) with a corresponding reduction in

those with 6/12 or worse from 19 (86.4%) to 5 (22.7%) (Fisher axact test. p=0.0001). Grouping visual
outcome by timing of follow-up showed that those with follow-up at 4—8w comprised 14 subjects with
a VA =6/12 and 3 with 6/12 or worse, whereas those with follow-up at later ime points (9-19w")
comprized 3 subjects with a VA =6/12 and 2 with 612 or worse.

Steeples, 2017 IVTA 44 (68 BL: 0.62 BL: 54 -4 w +8
injections) 24w 046203 24w 62215 68w +11
-8 w2 0.40=0.3 6-8 w: 6515 12w +10
12 w: 0.42=02 12w §4=10 24w +10.5
24w 04103 24 w: 64.5=15

Abbreviations: BCVA = Best-corrected VA; BID = twice a day; BL = baseline; Br = bromfenac drops; CI = confidence interval; d = day; dec = decimal visual
acuity; d-VA = distance visual acuiry; ETDES = Early Treament of Diabetc Fetinopathy Smdy: IVE = inwravigeal bevacizumab; IVT A = inmavimeal TA;
LFU = last follow-up; logh AR = logarithm of minimmm angle of resolotion; logB AD = logarithm of reading acuity determimation; m = month(s); ¥ = mmiber;
n-WVA = pear visual acmity; OFTA = orbital floer TA: PS = posterior sub-tenon; PATA = posterior sub-tenon TA; 5D = standard deviation; SE = standard ermor;
5TA = sub-tenon TA; TA = riamcinolone acetonide; VA = visnal scuity; w = weak(s).

* Comversion of Snellen to ETDES letters was calculated using the following formmla: 85 + 50 = log (Snellen fraction) {Gregori, 2010), which was rounded to the
nearast lemer. Comversion of logMAF. 1o ETDES lerers was calculated using the conversion table in Beck, 2003 for the mean, and for converting 5D and
improvement each lemer comresponded o 0.02 logMMAFR. unit, per Fermis, 1982

" Mean LFU was 34=9.5 weeks (range: 19-56 weeks).

® SE reported mstead of SD.

*Values were estimated from Figure 1A as they were not reported numerically in the reference.

*p = 0.05, **p =001

Source: Table 4 of the Applicant’s summary

Table 13: Summary of Efficacy: Macular Edema (Study CLS1001-304)

Publication Treatment N (eves) | Method and Instroment Central Subfield® Thickness { pm) Change from BEL
Uzed to Measore ME (mean=5D)
Randomired Controlled Trials
Shin and 4 mpg IVTA 25 SD-0CT; instrument WE. | Inthe TA group, the thickness of the central foveal area decreased significandy
T, 2015 beginning 1m after injection (p=0.013), while in the sham group, it significantly

decreazed from Month 3 (p=0.020). There were no significant differances
‘berween the 2 groups during the follow-up period. The parafoveal area thickness
Sham 25 sigmificantly decreased compared to BL in both groups begimming at 1m (p=0.0d1
mn the TA group; p=0.004 in the sham group). The thickness decreased more in
the TA group than in the sham group at Months 2 and 3 (p=0.030 and 0.014,
respectvely). The difference between the 2 groups was not significant afer
Month 4. Similar findings were observed in the thicknesses of the total foveal
and parafoveal ares.

Sobetlian, 125 mg IVB 15 OCT; msmument NE Change in ceniral macular
2010 thickness:

12w —56.7=111.4 pm (-11%)
24w 0.8+133.9 pm (3%)
36w —42 0=171.1 pm {=2%)

2mgIVTA 16 Change in central macular
thickness:

12w —55.8=75.9 pm (—14%)*
24w —68.6=85.8 pm (—17%)*
36 w: —74.6=108.0 pm (-19%)*

Nonrandomized Prospective Studies

Antcliff, ImgIVTA 1] MA There was complete anatomic resolution of CME in 5 of the 6 cases within 1
2001 weaek of injecton, with the CME decreasing after 24 hours. CME bezan 1o renon
between & weeks and 3 month: after injection. Three of the & subjects responded
to subseqoent 40-mg OFTA and maintained reselution. Two of those subjects
confimied to maintain resolution during longer term follow-up and had no CME
1 year later, whereas the last subject defanlted after 3 months. One subject had
raised IOP develop, requiring a trabeculectomy, and did not respond to
smbsequent OFTA sdministered in the preseace of 3 fmctioning flmration bleb.
The sixth subject was aphakic with such massive CME that it measured 1365 pym
mn height. It decreased slighily but did not resolve
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Fublication Treatment N (eves) | Method and Instrument Central Subfield® Thickness { pm) Change from BL
Tsed to AMeazare ME {meant5DNy
Choudhry 4me IVTAIn 10 FFA; instmument NE At 3m. an snzioeraphic anatomic success of reselution of ME was achieved in
and Ghosh, 1 =ve T7.8% (7/9) eves that received TVTA compared with 55 §% (59 eves that
2007 raceived PSTA in the fellow eye (p=0.32). The remaining 4 eves in the PSTA
group showed a paral resolution of anatomic snccess based on FFA. At Sm
complete resolution of CME achieved between the 2 groups was comparable
20mg PSTAIm 10 (B8.9%% vs. 77.8% who received IVTA and PSTA, respectively, p=0.53).
other aye Although a favorsble trend towards a speedier anatomic resohition of CME was
observed in the IVTA group at 3m, the difference was statistically not
sigmificant. Becwrence of the disease process was seen in 1 and 2 eyes in the
TVTA and PATA eyes at the §-m follow-up visit, respectively. OCT performed in
1 case had complete resolution of CME in both eyes ar m
Goldstein, 4mg 7" SD-0CT; imstrument NE. | BL: 547 (range: 364 to 825) &w:—154 ym
2016 suprachoroidal 26 w: —107 um
TA
Jemmings, 40 mg BS 10 NA Did not report ME resulis
1988 methylprednizone
20 mg PSTA 2
Tovanovic, 40 mg PSTA 30 OCT; BL: 345=50 12 w:—126 pm
2017 Cirmas SD-0OCT device 12 w: 219=35
madel 5000 (Carl Zeiss
Meditec)
Munk, 2013 | 4 mg IVTA 29 Ceniral line scan: BL: 552.7=24.7 1d:-1232 um
Specmalis 3D-OCT 1d: 429 5=25.1 1w —206.5 um
(Software 1.6.5.4, 1w: 3462124 1m: —2259 ym
Heidelberg Enginsering) 1m: 326 8+124 2m: —192.8 ym
2 m: 3500=19.7 3 m: —207.1 pm
Morrizon, 20 mg IVTA 8(13 OCT; Strams 3000 OCT Iw:—114 pm
2007 imjectic | madel (Carl Zeiss) 1 m:—85 pm
ns) 3m:—128 pm
3 m: 213 (359
Publication Treatment N (gves) | Method and Instrument Central Subfield® Thickne:: { pm) Change from EL
Tsed to Measure ME (mean=5D))
Venkatesh, 40 mz PSTA 11 OCT: Optical Coherence | 0 d: 417.00=124.65 3d:+6.55 um
2007 Tomographer 3 model 3 d: 423 64=202.17 2w —9352 um
3000 (Humphrey-Zeiss 2 w: 323 55=12] 43= & w: —170 um
Medical System) 6w 247.09=54.20 12 w: —165.09 pm
12 w: 252.00=92.77
1 mg'kz oral 22 0 d: 401.29=158.79 3d: 11291 pm
preduisolone 3 d: 288.38=104.08 2w —164 67 um
2 w: 236.62+£28.02 6w —178.48 pm
6w: 222 814228 12 w: —160.91 pym
12 w: 240.38=06.46
Young, 4mzIVTA 6 FA; instmament NE Two subjects had no ME at §m. In the 4 whosa ME recurred, medizn duration of
2001 affect was Ew (range 610w
Eetrospective Stmdies
Androundi, 4msIVTA 20 OCT and'or FA; CME improved but relapsed in the follow-up period in 5 cases and showed
2005 instruments WE improvement but did not resolve completely in 4 cases. At last follow-up®, CME
was present in 10 of the cases (50%%). In the remaining cases, CME resolved
without evidence of recurrence during the follow-up time (median time of
follow-up: 32w and 32_5w for the evoups of subiects with persistent and resolved
CME. respectively).
Bae, 2011 1.25mzg VB 10 OCT; BL:537+214 4w -2 pm
(Zeiss-Humphrey) 4w 2031340 12 w: —167=154 pm
12w:NR
4mg IVTA 11 BL: 584=151 4w -3¢ pm
1 m: 230=00%+ 12 w: —328=233 ym
12w:NR
40 mz PETA 10 BL: 582+146 4w 309 pm
1 mo 273=1024* 12 w: —166=227 pm
12w:NR
Drasz- ImgIVTA 33 Slit-lamp Complete clinical reselution of CME was observed in 24/30 eyes (80%) and
Ehaumik biomicToscopy; partial resolution in @ further 3. There was oo climical change m 3 eyes.
and Jones, imstrument NE
2006
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Foblication Treatment N (eves) | Alethod and Instroment Central Subfield® Thickness { pm) Change from BL
Uzed to Measure ME (meantsD)
Gutfleizch, 4mg IVTA 19 FA; instmument MNE CME 2w 6w te 3m Gm 12m
2007 Lass 612 (50%) 613 (46%) 6/13 (46%) T16 (44%)
Unchanged 512 (42%) 613 (46%) 313 (23%) T16 (44%)
More 1/12 (8% 1/13 (8%) 4/13 (31%) 2716 (12%)
Hogewind, ~1{mg IVTA 33 FA; instument MNE CME 3m Gm 12m
2008 Intermediate’ Intermediate’ Intermediate
Posterior Posterior Posterior
Hone 2 64 44
Reduction 1113 7 53
Stable 212 i 44
IncTeaze 10 11 506
Hot examined 02 10 00
Dropout L] 0 32
Tea, 2004 4mz IVTA 42 NA Did not report ME resulis
40 mg PETA 43
Eok, 2003 4mg IVTA 465 NA Did not report ME results
Lasave, 25 me IVE 16 OCT; Strammus OCT (Carl BL: 400.8=14135 1m: —$ 2 pm
2009 Zedss) 1m: 332.1=120.7* Im: 775 pm
Im:323.4=1081" Gm:—562 pm
& m- 344.7=135
4mzIVTA 20 BL: 454.8=2389 1m:—151.5 pm
1 m: 303.3=164* Ime—165.4 pm
3m: 289 4=141.2° Gm:—153.8 pm
6 m: 204=134.4*
Fublication Treatment N (eves) | Method and Instrument Central Subfield® Thickmess ( pm) Change from BL
Used to AMeasure ME (mean<5D)
Lazave, 1.25 mg IVB 20 OCT; msoument HE BL: 380.2=244 5 1 m: Conld not be caloulated”
2017 1 m- 360.9.1140.7 24 m: —65.5 pm
24 me 333.7=126
4meg IVTA 24 BL: 464.4=226 1m:—1239 pm
1 m: 340 5=164 24 m- —-147.9 ym
24 m: 316.5=246
Leder, 2011 | TA (either P3TA 156 OCT andfor FA; 53% (83/156) of eyes had clinically resolved CME at the 1-m visit following the
or OFTA; dose of instument(s) ME first periocular corticesteroid injecton, and 57% (89/136) of eyes had CME
40 mg or 20 mz resplution by the 3-m wisit following the first injection
[#6% and 4% of
injections,
respectively])
Maca, 2002 | 4 mg IVTA 24 (1st Petinal Thickness BL: 375=00
injectio | Anslyzer (Talia 1 w: 235=80
o) Technolozy Lid.) 4w 214=T4
12 w: 265100
4me IVTA 13 (2nd 12 w: 297107
injectio 13w 22368
o) 16 w: 18865
24 w: 238=132 24 w:—=137 pm
4 mg IVTA 4 (3rd This group was too small for reliable statistical analysis.
injectio
o)
Radwan, BrBID 34 OCT; insourment HE BL: 333.97=0401 1 m: —5.06 pm
2013 1m: 343.91=80.21 Im: 5215 ym
3 m: 301.83=63.19
28 mg/mL IVE 21 BL: 450.14=154.36 1m: —-103.14 pm
BrBID 1 m: 356.00=137 434+ 3m:—-170.85 pm
3m: 288298112
4 mg TVTA 12 BL: 422 58=175.03 1m:—15433 pm
BrBID 1m: 268.25=42.58* Im: —162.85 ym
3 m: 250.73546.19
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Fublication Treatment N (eves) | Method and Instrument Central Subfield” Thickmess { pm) Change from EL

Used to Measure AME (mean=3IN)
Foeszel, 4mgIVTA 48 FA; instmument MNE ME (FA) After Treatment
2009 lm 3m fm 12m
p-value 0.36 =0.01 0.1 0.56
Comparison, %4 subjects
IVTA
Lass 100 100 75 42
40 mg OFTA 40 Unchanged ] 0 ] 29
More ] 0 25 29
OFTA
Lass Th 20 20 20
Unchanged 24 a0 &0 G0
More 0 0 0 20
Sallam, 4meg IVTA 41 OCT or FA; instruments Following the first IVTA injection, CME resolved in 36 of 41 eyes (E8%)in a
2012 WE mean of 5w (Tange: 1-14w), but recurred in all eyes ata mean of Tm

(ramge: 2-23m). After the second injection, CME improved in 31 of 41 eyes
{76%), but recurred in 25 eyes at 3 mean of 5m (ranze: 1-13m)

Sreckantam | 40 mg Sub-tenon | 22 OCT; Heidelberg BL: 580.5=119.4
2017 TA Speciralis OCT Post treatment: 332 705 4%* Post treatment: —247.7 ym

(Heidelberg Engineering)
Steeples, IVTA 44 (64 OCT; Spectralis BL: 488=150 24w 180 pm
2017 injectio (Heidelberg Engineening) | 2-4 we: 309=111 §-8 w2 =172 pm

ns) or 3D-0CT 2000 §-8 w: 317=110 12 w: =167 pm
(Topoon Corporaton) 12 we 322116 24 w: —17§ pm
24w 313205

Abbreviations: BID = twice a day; BL = baseline; Br = bromfenac drops; CME = cystoid ME; d = day; FA = fluorescein angiography; FFA = fundus fluorescein
angiography; IV = intravimeal; [VE = intravitreal bevacizumab; IVTA = inravimesl TA; m = month{s); ME = macular edema; M = number; NA = not
applicable; ME. = not reported; OCT = opdcal coberence tomozraphy; OFTA = erbital floor TA; PS =posterior sub-tenon; PSTA = posterior sub-tenon TA;
5D = standard deviation; SE = standard error; TA = miancinolone acetonide; w = weak(s).

* Central subfield thickness includes measures of the terms central foveal, central retinal and central macnlar thickness.

" Seven of § subjects in the per-protocol population gualiSed for the study based on mesting the requirement for ME associated with their uveitiz, that is. a
measurement of central subfield thickness greater than or equal to 310 pm by SD-0CT. One subject qualified for the smdy based upon haze alone, with no ME
at enrollment.

“ This is how the value was presented in the reference, therefore the change from baseline could not be calculated for this valne.

4 SE repored instead of 5D

*p = 0.05, **p < 0.01

Source: Table 6 of the Applicant’s summary

Reviewer’s remark: During End-of-Phase 2 meeting, the Agency stated that a single Phase 3
pivotal clinical study in conjunction with comprehensive literature review of the use of TA for
the treatment of macular edema will support a 505(b)(2) NDA for CLS-TA for the stated
indication. In the NDA submission, the Applicant provided literature summary based on 27
publications and the results of their pivotal Phase 3 study. However, after the NDA for this
product was submitted, it was noted that the Applicant was basing their submission on their
own clinical data and the findings from the approval of Triesence (NDA 22048). The Agency
informed the Applicant that since the approval of Triesence was based on the original DESI
review for steroids, the review for CLS-TA will also be based on the single Phase 3 study and
the Agency’s finding of safety and efficacy in the DESI review, not Triesence. The Applicant’s
literature summary submitted to support efficacy and safety of CLS-TA presented above is thus
considered as only supportive evidence as opposed to being considered in lieu of a second
Phase 3 study as original intended (See meeting minutes).

6.2 Summary of Studies CLS1001-201 and CLS1001-302

In addition to the pivotal study and the literature summary, this NDA submission also included
supporting efficacy data from two additional studies (CLS1001-201 and CLS1001-302). Study
CLS1001-201 was a Phase 2, randomized, masked, multicenter study. The primary objective of
this study was to determine the safety and efficacy of CLS-TA in subjects with macular edema
(ME) following uveitis. The study enrolled a total of 22 subjects. Of these, 17 subjects received

a single injection of CLS-TA at 4 mg while the remaining 5 subjects received a single injection
43

Reference ID: 4491876



of CLS-TA at 0.8 mg. The primary efficacy endpoint was the change in central subfield retinal
thickness (CST) from baseline at 2 months. The primary efficacy analysis was performed using
a paired t-test to assess the statistical significance of a difference in means between baseline and
Month 2 CST for the 4 mg treatment group. The corresponding 95% confidence interval and p-
value from the paired t-test were also presented. The primary efficacy analysis was conducted
on the ITT population which included all randomized subjects who received at least one dose of
the study drug. The summary results show that the mean (SD) CST for the 4 mg arm was
526.29 (131.616) um at baseline and 372.06 (175.444) um at Month 2. The mean (SD) change
from baseline in CST at 2 months after the treatment was statistically significant (change from
Baseline: —164.44 [173.148], p=0.0017). With respect to safety, 19 (86.4%) subjects reported at
least one adverse event [14 (82.4%) in the CLS-TA 4 mg treatment arm and 5 (100%) in the
CLS-TA 0.8 mg treatment arm]. Per the safety summary, the majority of the reported adverse
events were mild or moderate in severity. Ocular adverse events were reported in the study eye
for 13 (59.1%) subjects 8 (47.1%) in the CLS-TA 4 mg treatment arm and 5 (100.0%) in the
CLS-TA 0.8 mg treatment arm. The most commonly reported adverse events were macular
edema, uveitis, conjunctival hemorrhage, eye pain, injection site pain, IOP increased, and
hypertension.

Study CLS1001-302 was an open-label safety study designed to assess the safety of 4 mg of
CLS-TA administered via Suprachoroidal (SC) injection for the treatment of subjects with non-
infectious uveitis. Treatment consisted of 2 unilateral SC injections of 4 mg of CLS-TA in 0.1
mL, administered 12 weeks apart. This study enrolled 35 subjects diagnosed with non-
infectious uveitis for which the administration of local corticosteroid medication was a viable
treatment option. Based on the safety results, the Applicant concluded that suprachoroidal
CLS-TA was safe and well tolerated over the 24-week study. There were no deaths, serious
adverse events or adverse events that lead to subject discontinuation. The study reports that
there was a slight numerical increase in pre-injection 10P in the study eye at post-baseline visits
during the study. Mean IOP increased from 13.3 mmHg (SD 3.57) at baseline to 15.2 (SD 4.40)
at Week 24 in the study eye.
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