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s 1. Executive Summary of Statistical Findings
1.1. Overview of Clinical Program and Studies Reviewed

NDA-21528 (ketorolac tromethamine ophthalmic solution 1.4%) was submitted for the

indication of pain rehief 1 post-operattve umtlateral photorefractive keratectomy (PRK)

patients. Two identically designed phase 11 studies (191578-002 and 191578-003) were
submitted 1o support the indication. A total of 313 patients was studied in the two phase
11 studies (156 in Study 191578-002 and 157 in Study 191578-003).

t2=Pnncipal-Findingssand-Conchusions=—=

Ketorolac has demonstarted supeniority to Vehicle in terms of maximum pain intensity
durtng the first 12 hour period post PRK surgery in both Studies 191578-002 and
191578-003. The results for the primary finding is presented 1in Tables | and 2 below.
The supenority of Ketorolac 1s also supported by secondary lindimgs in maximum pam
intensity during the subsegquent 12 hour penods post PRK surgery, first time to no pain,
pain relief, use of escape medication, severity of ocular symptoms and the results of
subgroup analyses requesied by FDA (cxcluding center 3753 1n Study 191578-002 and
excluding center 3508 in Study 191578-003).

Table |. Maximum Pain Intensity during 1™ 12-Hour Period

Ketorelac Vehicle P-value
N=77 N=79
n (%) n {%)
Pain Intensity Category
N 75° 77* p <000l
No Paimn 10 (13.3%) 1 {1 3%}
Mild Pan 19 (25.3%) 2(26%)
Moderate Pain 16 (21.3%) i1 {143%)
Severe Pamn 25 (33.3%) 46 (59.7%)
Intolerable Pain 5(6.7%) §7(22.19%)
Pain Intensity Scores
Median 20 3.0
Mean 1.9 30
SD 1.18 077

a: Patient 3379-1066 and Patient 3751-1020 were missing from this analysis as pmin intensity was not recorded
during the 1¥' 12-hour post-PRK surgery period.
b: Patients 3753-1097 and Patient 3751-1130 were nussing from this analysis Patient 3753-1097 exited

study after receiving study medication and Paticat 3751-1130 did not have pain intensity recorded during the 1

12-hour post-PRK surgery period.

¢* P-values calculated from CMH test for row mean score differences with modified ndus, stranfied by

mvestizator.

Table 2. Maximum Pain Intensity during 1% 12-Hour Period

Ketorolac Vehicle P-value
N=179 N=178
n (%) n {%)
Patn Intensity Category
N 79 78 p < 0.001°
No Pain 9(H1.4%) 0 (0 0%)




Mild Pain 25 (31.6%) 3 (3.8%)

Moderate Pain 11 (13.9%) 7(9.0%)
Severe Pain 27 (34 2%) 52{(667)
Intolerable Pamn 7 (8 9%) 16 (20 5%)
Pain Intensity Scores

Median 20 30

Mean 20 30

5D 1.22 0.67

a-P-values calculated from CMH test for row mean score differences with modsfied ridits, stratified by
mnvestigator.

2. Statistical Review and Evaluation of Evidence

2.1, Introduction and Background

NDA-21528 (ketorolac tromethamine ophthalmic solution 0.4%) was submtted for the
indication of pain relief in post-operative unilateral photorefractive keratectomy (PRK)
patients. Two identically designed phase HI studies (191578-002 and 191578-003) werc
submitted to support the indication A total of 313 patients was studied in the two phase
¥ studies {156 in Study 191578-002 and 157 in Study 191578-003).

2.2. Data Analyzed and Sources
The dataset analyzed by this reviewer was pain.xpt submitted by the sponscer in electronic
document room with pathway “WCDSESUBIN21528\N_000\2002-08-
O6\ert\datasets\002analysis” and NCDSESUBIN21528\WN_000\2002-08-
OG\ert\datascts\003analysis™

2.3 Statistical Evaluation of Evidence on Efficacy

2.3.1. Protoco! (Studv 191578-002 and Study 191578-003)

This was a multicenter, randomized, double-masked, vehicle-controlled, parallel-group
study. The primary objective of this study was to evaluate the safety and analgesic
efficacy of ketorolac tromethamine ophthalmic solution 0.4% n post-operative unilateral
photorefractive keratectomy (PRK) patrents.

Patients received study treatment for up to 4 days. Screening procedures were perfonmed
at visit 1 (day —7 through day -1). At visit 2 (day 0), patients underwent PRK surgery,
followed immediately by administration of 1 drop of the masked study treatment into the
study eye. Patients then self-administered 1 drop of study medication in the study eye
approximately 3 hours post-operatively, and then every 4 hours while awake on visit 2
{day 0) (up to a total of 4 doses). On visits 3 through 5 (days | through 3), patients self-
administered the masked study treatment 4 times daily. ————  was administered to
the study eye approximately 5 minutes prior to each dose of masked study treatment on
visits 2 through 5 (days 0 to 3). Escape medication eeses ) was 1o be
administered as needed for intolerable pain during the treatment period. During the
treatment period, patients recorded, n electronic patient diaries, current pain intensity
immediately prior to each dose of ~—— " and escape medication, and pain relief
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(from the last dose of masked study treatment) approximately 2 hours after each dose of
masked study treatment (except during the immediate post-operative period).

Pain intensity was scored on a 5-point scale with 0 = no pain to 4 = intolerable pain. Pain
intensity was analyzed in 12-hour periods post-PRK surgery. For each patient, the i2-
hour post PRK surgery period was represented by the maxinium pain intensity score
recorded during the period. The primary efficacy endpoint in this study was pam intensity
during the 1* 12-hour post-PRK surgery period. Secondary efficacy endpoints included
maxunum pain mtensity in all subsequent 12-hour penods (through visit 5, day 3), time
10 zero pain intensity, pain relief. Other efficacy endpoints included use of escape
medication and severity of ocular symptoms (foreign body sensation, photophobia,

‘burning/stinging, tearing, and i{ching with 5-point severily scale).

Maximum pain intensity in the first 12 hours was analyzed in [TT (all randomized

patients) population in the following manner.

* TFor each patient, the first 12-hour post PRK period was represented by the maximum
pain intensity score recorded during the period, which was either prior to taking the
masked medication or escape medication, excluding the hour 0 assessment.

¢ If a patient did not have any pain intensity ratings recorded during the first 12-hour
period post-PRK, then no data imputation was performed.

e  Two-way ANOVA model including the main effects of treatment and center was used
to test treatment difference between ketorolac and vehicle with a two sided
significance level of 0.05. If the assumptions for normality are not met then the null
hypothesis will be tested using the Cochran-Mantel-Haenszel (CMH) test stratified by
investigator, using modified ridit scores and testing for row mean score.

Maximum pain intensity in the first 12 hours was also analyzed in the modified I'TT

population {patients who did not violate protocol entrance or study criteria) and per

protocol population (patients who did not violate protocol entrance or study criteria and

did not use escape medication). Maximum paim intensity in the second and subscquent

12-hour periods post-PRK were analyzed similarly. Time (hours) to zero pain mtensity

were examined using the generalized Wilcoxon rank sum test from a survival analysis
using the ITT population. Kaplan-Meier curves were provided.

Pain relief ratings, which will also be recorded on the electronic diary up to day 3,
approximately two hours after cach instillation of masked study trcatment (cxcept during
the immediate post-operative period), will document the amount of pain relief in the
study eye achieved by the previous dose of masked study treatment. Pain relief will be
collected on a 0 (I received complete pain relief) to 4 (I received no pain relief) scale.
Pain relief in 12-hour periods using the ITT, PP, and MITT populations was analyzed
similarly to pain intensity that if a patient had more than 1 pain relief rating during any
post-PRK analysis period, then the maximum (i.e., worst response) of these observed
ratings was used. Binomial response categories of escape medication taken/not taken
during each 12-hour period post-PRK using the I'TT population were compared between
treatment groups using the Cochran-Mantel-Haenszel (CMH) test (Mantel and Haenszel,
1959) for general association, stratified by investigator. In addition, the treatment-by-
mvestigator interaction were examined statistically by performing the Breslow-Day (BD)
test (Breslow and Day, 1980} with a significance level of 0.10. The total number of
tablets of relief medication taken by a patient were compared between groups in the same



manner as for the primary efficacy analysis. In addition, time to first use of escape

medication were examined using the generalized Wilcoxon rank sum test from a survival
analysis, Kaplan-Meier curves were provided. Differences in ocular symptoms between
treatment groups and test for interaction were analyzed with a 2-way ANOVA modcl by
symptom, in the same manner as for the pnimary efficacy analysts using the ITT, PP, and

MITT populations.

A sample size of 63 was proposed for each treatment group. With this sample size and
the assumptions given for treatment difference and standard deviation, Table 3 presents

the power of this study.

Table 3. Power of Study with a Sample Size of 63/ Treafment

Standard Delta
Deviation {grade difference to detect)

0.5 0.7 09
100 - 79% 97% 95%
112 70% 93% 99%
1.25 60% 87% Q7%

2.3.2. Sponsor’s Results

2.3.2.1 Study 191578-002

2.3.2.1.1 Patient Disposition

The mient-to-treat (ITT) population included all patients randomized: 77 patients to
Ketorolac and 79 patients to Vehicle. The detailed patient disposition is presented

Table 4 below.

Table 4. Patient Disposition

Exi1t Status Keto Vehicle Total
(N=77) {(N=79) {N=156)
Total Randomized 77 79 156
Total Completed 72 { 93 5%) 75 { 94.9%) 147 ( 94.2%}
Total Discontinued 5 ( 6.5%) 4 ( 5.1%} 9 [ 5.8%)
Reasens for Discontinuation
Adverse Event 5 { 6.5%) 2 { 2.5%) 7 1 4.5%}
Administrative Reasons
Lost to Follow-up 0 { ¢.0%) 0 (0.0%) 0 (C.0%)
Inability to Continue 0 { 0.0%) 1 ( 1.3%) 1 6%)
Patient/Parent/LAR choice 0 ( 0.0%) 0 ( 0.0%) 0 (0 0%)
Protocol Vieclations
Improper Entry 0 ( 0.0%) 0 { 0.0%) ¢ ( 0.0%)}
Non-Compliance o ( 0.0%) 1 {1.3%) 1 {0.6%)
Concomitant Therapy o ( 0.0%) 0 {( 0.0%) 0 { 0.0%)
Other 0 ( 0.0%) 0 ( 0.0%) o { 0.0%}
Study Terminated 0 { 0.0%) 0 { 0.0%) 0 ( 0.0%)

2.3.2.1.2. Demographics

v



The treatment groups in the [TT population were similar in demographic characteristics.
Overall, the mean age was 39.9 years (range 18 to 66 years). There were more males
(55 8%, 87/156) than females (44.2%, 69/156). The population was primarily Caucasian
{84.0%, 131/156), with 7.1% (11/156) black and 5.1% (8/156) Hispanic. The most
common ris colors were brown (42 3%, 66/156) and blue (35.3%, 55/136). Detailed
mformation for patient demographics 1s included in Table 5 below.

Table 5. Patient Demographics

Keto Vehicle Total
{N=77) (N=79) {N=156)
Age (Years) N 77 79 156
Mean 40.4 319 4 3s.9
sD 10.69 10.64 10.64
== =me=ss====Med]i an =3 8=0 = - - =EIRT0 3T 00—
Min 18 23 18
Max 66 61 66
Sex N 77 79 156
Male 40 { 51.9%} 47 { 59.5%) 87 ( 55.8%)
Female 37 { 48.1%) 32 { 40.5%) 69 ( 44 2%)
Race N 77 79 156
Caucasian 64 { B2.1%) 67 | 84.8%) 131 { B4.0%}
Black 3 3.9%) 8 ([ 10.1%) 11 ( 7.1%)
Asian 4 5.2% 2 ( 2.5%} 6 ( 3 8%)
Hispanic 6 7.8%) 2 { 2 5%) 8 { 5.1%)
Eye Color N 77 79 156
Blue 32 { 41.6%} 23 ( 29 1%) 55 ( 35.3%)
Brown 29 ( 37.7%) 37 ( 46.8%) 66 ( 42.3%)
Green 5 | 6.5%) 6 ( 7 6%) 11 { 7.1%)
Hazel 10 { 13.0%) 13 { 16.5%) 23 { 14.7%)

Pam intensity was recorded prior to the first dose of study medication (i.c., recorded
immediately after surgery and prior to the first dose of study medication). Only 98 out of
157 patients had baseline pain intensity scores available The mean pain intensity score
was 0.5 in the Ketorolac group and 0.4 in the Vehicle group. There were no meaningful
differences between the treatment groups in the distribution of patients in the different
pam intensity categories. The results for baseline pain intensity 1s presented in Table 6

below.

Table 6. Baseline Pain Intensity
Severity Category and Keto Vehicle Total
Descraiptive Statistics {(N=77) {N=79) {N=1586)
No pain 30 { 61.2%) 37 ( 75.5%) 67 ( 68.4%)
Mild Pain 14 { 28B.6%) 7 ( 14.3%) 21 ( 21.4%)
Moderate pain 1 { 8.2%) 2 ( 4.1%) 6 6.1%)
Severe pain 1 { 2.0%) 3 ( 6.1%) 4 4.1%)
Intolerable pain 0 { D.0%) o { 0.0%) o] 0.0%)
N 49 49 98
Mean 0.5 0.4 0.5
5D 0.74 0.84 0.79
Median 0 0 0
Min 0 0 9]
Max 3 3 3

2.3.2.1.3. Efficacy Results



The results reported in this section are based on I'TT population. Results in PP and MITT
populations are consistent with those in ITT population.

Primary Endpoint

Maxim Pain Intensity during 1" 12-Hour Period

The median of maximum pain intensity score during the 1™ 12-hour post-surgery period
was 1.0 unit lower in the Ketorolac group compared to the Vehicle group with a median
score of 2.0 in the Ketorolac group and 3.0 1n the Vehicle group. There was a significant

~difference in the distribution of paticnE in e differentpainintensify catcgories im favor

of the Ketorolac group (p < 0.001). There were fewer patients in the ‘severe pain’ to
‘intolerable pain’ categories in the Ketorolac group (40.0%, 30/75) compared to the
Vehicle group (82.0%, 63/77). Detailed Results for the maximum pain intensity during
the 1¥" 12-hour period is presented 1n Table 7 below.

Table 7. Maximum Pain Intensity during 1% 12-Hour Period

Ketorolac Vehicle P-value
N=T77 N=79
n (%) n (%)
Pain Intensity Category
N 75° 77° p <0001
No Pan 10 (13 3%) 1 (1.3%)
Mild Pamn 19 {25 3%) 2{2 6%)
Moderate Pain 16 {21 3%) 11 (14 39%)
Severe Pain 25 (33 3%) 46 (59 7%)
Intolerable Pain 5(6 7%) 17 (22.1%)
Pam Intensity Scaores
Median 20 3.0
Mean 19 30
SD 118 0.77

a Patient 3379-1066 and Panent 3751-1020 were mussing from thes analysis as pain intensity was not recerded
during the 1 12-hour post-PRK surgery perod.
b- Patients 3753-1097 and Patient 375§-1130 were missing from this analysis, Patient 3753-1097 cated

study afier recerving study medication and Patient 3751-1130 did not have pamn intensity recorded during the ¥

i 2-hour post-PRK surgery period.

¢: P-values calculated from CMH test for row mean score differences with medified ndits, stratificd by

1nvesngmor

Secondary Endpoints

Maximum Pain Intensity in Later 12-Hour Periods

The median of maximum pain intensity scores during the 2™ and 3" 12-hour post-PRK
surgery periods (ie, 12 to 24 hours and 24 to 36 hours) were lower in the Ketorolac group
(1.0 and 1.0) compared to the Vehicle group (3.0 and 3.0). There was a significant
difference in the distribution of patients in the different pain intensity categories during
the 2" and 3™ 12-hour post-PRK surgery periods in favor of the Ketorolac group (p <
0.001). There were fewer patients in the “severe’ to ‘intolerable pain’ categories in the
Ketorolac group (27.6% [21/76] and 28.6% [22/77], respectively} compared to the
Vehicle group (51.9% [40/77] and 59.0% [46/78], respectively). There were no



significant differences between the treatment groups in pain intensity recorded during the
remaining !2-hour pertods (p =0.183).

Time to First No Pain

Using the Wilcoxon rank swm test from a survival analysis, there was o sigmificant
difference in cumulative incidence rates of tune to first no pain in favor of the Ketorolac
group (p<0.001). The median time to first no pain was achicved by 30 hours i the
Ketorolac group compared to 54 hours in the Vehicle group During the 1¥ 12-hour post-
PRK surgery period, 39.0% of patients in the Ketorolac group achieved no pain,
compared to 8.9% of paticnts in the Vchicle group. Kaplan-Meier estimate of first no

pain is presented in Figure T below: - -
Figure 1. Kaplan-Meier Estimator for Accumulated Incidence Rate of First No Pain
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Pain Relief

The Ketorolac group had greater pain relief than the Vehicle group during the 1™ 12-hour
post-PRK surgery period, with a median pain relief score of 3.0 compared to 4.0 n the
Vehicle group. There was a significant difference in the distribution of patients in the
different pain relief categories in favor of the Ketorolac group (p =0.001). There were
fewer patients in the ‘httle’ and ‘no pain relief” categories in the Ketorolac group (40.3%,
29/72) compared to the Vehicle group (82.9%, 63/76). Results for pain relief at the 1*' 12
hour period is presented in Table 8 below.

Table 8. Maximum Pain Relief during 1" 12-Hour Period

Severity Category and Keto vehicle Treatment
Descriptive Statistics {(N=77) {N=79) P-valuela)
Complete pain relief 9 ( 12.5%) 1 ( 1.3%) <0.001
Great deal pain relief 10 ( 13.9%) 1 ( 1.3%)

Fair amount pain relief 24 ( 33.3%) 11 ( 14.5%)

»



Littie pain relief 18 { 26 4%} 30 { 39.5%)

No pain relief 10 {13 9%) 33 ( 43.4%)
N 72 76

Mezan 32 4.2

5D 1 21 Q.84
Median 30 4 0

Mir 1 1

Max 5 5

[al] P-values are from CMH test for row mean score differences with modified
ridits, stratified by investigator

Pain relief was also greater m the Ketorolac group during the 2" 10 5™ 12-hour post-PRK
surgery periods (1¢, 12 to 24 hours, 24 to 36 hours, 36 to 48 hours, and 48 to 60 hours).
The median pain relief scores during the 2™ to 5™ 12-hour post-PRK surgery periods

were lower in the Ketorolac group (3 0, 3.0, 3.0, and 3.0, respectively) compared to the
Vehicle group (4.0, 4.0, 4.0, and 4 0, respectively) There was a significant difference m
the distribution of patients in the different pain rehef categories during the 2 ndto 5 m 12-
hour post-PRK surgery periods i favor of the Ketorolac group (p =0.043). There were
fewer paticnts in the ‘listle” and ‘no pam relief® categories in the Ketorolac group (36.5%
(27/74]; 41.5% [32/77); 42.9% [33/77]; and 44.2% [34/77], respectively) compared to the
Vehicle group (61.0% [47/77], 74.4% [58/78), 53.8% [42/78]; 52.6% [41/78],
respectively). There were no significant differences between the treatment groups m pain
relief recorded during the remaming 12-hour periods (p =0.076).

Use of Escape Medication

During the 1*' 12-hour post-PRK surgery period, significantly fewer patients in the
Ketorolac group (44.2%, 34/77) look escape medication compared to the Vehicle group
(88.5%, 69/78; p < 0.001). Use of cscape medication was also significantly lower during
the 2™ and 3™ 12-hour post-PRK surgery periods in the Ketorolac group (26.0%[20/77]
and 26% [20/77], respectively) compared to the Vehicle group (62.8% [49/78] and
60.3%, [47/78], respectively; p < 0.001). There were no significant differences in the use
of escape medication for the subsequent 12-hour pertods (p =0.250).

The number of paticnts using cscape MediCalion | e ) per 12-hour
post-PRK surgery periods 1s sumimarized in Table 9 below.
Table 9. Number of Patients Using Escupe Medication

12-Hour Periods Ketorolac Vehicle P-vahie®
Post-Surgery N=77 N =179

n (%) n (%)
N° 77 78°
1* 12-hour (0 to 12} 34 (44 2%) 69 (88.5%) p <0001
2™ 12-hour (12 1o 24) 20 (26 0%) 49 (62.8%) p < 0.001
3™ 12-hour (24 10 36) 20 (26 0%) 47 (60.3%) p < 0.001
4™ 12_hour (36 1o 48) 15 (19 5%) 21 (26.9%) 0.250
5™ 12-hour (48 to 60) 14 (18.2%) 17 (21.8%) 0.528
6™ 12-hour (60 1o 72) 6(7 8%) 4(5.1%) 0.570
7™ 12-hour (72-84) 1(1 3%) 0 (0.0%) 0.333

a P-values calculated from CMIH test for general association using table scores, stratified by investigator.

b [ a patient did not record use of escape medication durning a 12-hour post-PRK surgery period, then *no use’ was
imputed for that period Thus the N remained constant over the 12-hour past-PRK surgery peniods.

¢ Patient 3753-1097 was missing all follow-up data, no data were imputed,



During the 1** 12-hour post-PRK surgery period, fewer tablets of cscape medication werc

e used in the Ketorolac group (median = 0.0 tablets) compared to the Vcehicle group
(median = 2.0 tablets). There was a significant difference in the distribution of the
number of tablets of cscape medication used by patients in favor of the Ketorolac group
(p < 0.001). Fewer patients in the Ketorolac group (10.4%, 8/77) reported using 3 tablets
or more compared to the Vehicle group (48.7%, 38/78). The total number of tablets taken
during the 1*'12-hour pertod was summarized in Table 10 below.

Table 10. Total Number of Tablets Taken during the I** 12-Hour Period

Number of Tablets and Keto Vehicle Treatment

. Descriptive Statistics (N=77} {(N=79) P-valueal
. None 43 ( 55 B8%) 5 ( 11.5%) <0.001
—im ———YT-tablet——=— =1 4={=] 82k 15— (=1 9=2%) S—

2 tablets 12 { 15.6%) 16 { 20.5%)

3 tablets 8 (10 4%) 26 ( 33.3%)

4 o r more tablet 0 ( 0.0) 12 { 15.4%)}

N 77 78

Mean - c.8 2.3

SD 105 142

Median c o 20

Min 0 0

Max 3 7

[a) P-values are from CMH test for row mean score differences with modified

ridits,

stratified by investigator.

The median number of tablets used dunng the 2™ and 3 12-hour post-PRK surgery
periods (i.e., 12 to 24 hours, and 24 to 36 hours) was lower in the Ketorolac group (0.0
and 0.0 tablets, respectively) compared to the Vehicle group (1.0 and 1.0 tablets,
respectively). There was a significant difference in the distribution of the number of
tablets of escape medication used by patients in favor of the Ketorolac group (p < 0 001),
Fewer paticnts in the ketorelac group (1.3% [1/77] and 3.9% [3/77], respectively)
reported using 3 tablets or more compared to the Vehicle group (6.4% [5/78] and 14.1%
[11/78], respectively). There were no significant differences between treatment groups in
the number of tablets of escape medication used in the remaining 12-hour post-PRK

surgery pertods

Using the Wilcoxon rank sum test from a survival analysis, there was a significant
difference in cumulative incidence rates of time to first use of escape medication in favor
of the Ketorolac group (p < 0.001). The median time to 1% use of escape medication
occurred by 18 hours in the Ketorolac group, compared to within the 1% 6 hours in the
Vehicle group. The first use of escape medication occurred within the 1% 12-hour post-
PRK surgery period for 44 2% of patients in the Ketorolac group compared to 87.9% of
patients in the Vehicle group. The Kaplan-Meier estimator for cumulative incidence rates
of first use of escape medication is presented in Figure a.1 in Appendix A.

Qcular Symptom

At day | (approximately 24 hours post-PRK surgery), for the ocular symptoms foreign
body sensation, photophobia, burning/stinging, and tearing, there was a significant
difference in the distribution of patients in the ditferent ocular symptom severity category
in favor of the Ketorolac group (p <0.018). There were no significant differences between
treatment groups for these ocular symptoms ut the other visits (p 20.076). For the ocular



symptom, itching, there were no significant differences between treatment groups at any
of the visits during the treatment period (p =0.583).

2 3.2.1.4. Results across Centers and Subgroups

There were no significant treatment-by-center interactions i the analyses of pain
intensity and pain relief. There was a significant treatment-by-center interaction in the
analysis of escape medication during the 1* 12-hour post-PRK surgery period (p =
0.002) For investigator 3751, similar proportions {around 70%) of patients in both
Ketorolac and Vehicle treatment groups reported use of escape medication in the 1™ 12-

hour period post-PRK (11716 (69%) in Ketorolac group and 10/15 (67%) in Vehicle
group). For all other investigators, a much larger proportion of patients in the Vehicle
treatment group reported use of escape medication m the 1° 12-hour post-PRK surgery
period. Therefore, the interaction was not judged as qualitative.

As per FDAs request, subgroup efficacy analysis was performed after excluding patients
from study site # 3753 to determine the effect of this center’s data on the results of the
study. The results of the analyses of the primary, as well as secondary efficacy variables
excluding data from study site # 3753 were similar to those obtained in the analyses
including data from this site, indicating no significant umpact of this site’s data on the
overall results of the study.

2.3.2.2. Study 191578-003

2.3.2.2.1. Patient Disposition

The intent-to-treat (ITT) population included all patients randomized: 79 patients to
Ketorolac and 78 patients to Vehicle. The detailed patient disposition is presented in
Table 11 below.

Table 11. Patient Disposition

Exit Status Keto Vehicle Total
(N=79) (N=78) (N=157)

Total Randomized 79 78 157

Total Completed 78 ( 98.7%} 69 { 88.5%) 147 { 93.6%)

Total Discontinued 1 (1.3%) 9 { 11.5%) 10 (& 4%)

Reasons for Discontinuaticon

Adverse Event 1 ( 1.3%) 6 { 7.7%) 7 ( 4.5%)

Administrative Reasons

Lost to Fellow-up c ( 0.0%) { 0.0%) 0 ( 0.0%)

Inability to Continue O ( 0.0%}) 0 { 0.0%) 0 ( 0.0%)

Patient/Parent/LAR choice 0 { 0.0%) 0 ( 0.0%) 0 ( 0.0%)

Protocol Violaticns

Improper Entry 0 ( 0.0%) 0 ( 0.0%) 0 ( 0.0%)

Non-Compliance 0 ( 0.0%} 1 (1.3%) L ( 0.6%)

Concomitant Therapy 0 { 0.0%) 0 ( 0.0%) 0 { 0.0%)})

Cther o ( 0.0%) 2 { 2.6%) 2 ( 1.3%)

Study Terminated Q0 ( 0.0%) 0 ( 0.0%) 0 ([ 0,0%)




2.3.2.2.2. Demographics

The treatment groups in the ITT population were similar in demographic characteristics.
Overall, the mean age was 38.9 years {range 20 to 66 years). There were more {females
{58.0%, 91/157) than males (42 0%, 66/157). The population was primarily Caucasian
(94 3%, 148/157), with 3.2% (5/157) black. The most common iris colors were brown
(33 1%, 52/157) and blue (31.2%, 49/157). Detailed information for patient
demographics is included in Table 12 below.

Table 12. Patient Demographics

Keto Vehicle Total
{N=79) (N=78) {(N=157}
Age (Years) N 79 78 157
Mean 3% 2 38.6 38.9
5D 10.11 9 18 9.63
Median 39.0 38.0 38.0
Min 21 20 20
Max 66 56 656
Sex N 79 78 157
Male 29 { 36.7%) 37 | 47.4%) 66 (42 0%}
Female 50 { £3.3%) 41 { 52.6%) 91 (58.0%)
Race N 79 78 157
Caudasian 73 [ 92.4%) 75 ( 96.23%) 148(94.3%)
Black 31 3.8%) 2 ( 2.6%) 5 ( 3.2%)
Asian 1 1.3%) 0 (0.0) 1 ( 0.6%)
Hispanic 1 ( 1.3%) 1 ( 1.3%) 2 ( 1.3%)
Other [b] 1 ( 1.3%) 0 {0.0) 1 { 0.6%)
Eye Color N 79 78 157
Blue 23 { 29 1%) 26 ( 33.3%) 49 {(31.2%)
Brown 29 ( 36.7%) 23 ( 29.5%) 52 {33.1%)
Green 12 [ 15.2%) 11 { 14 21 [14_6%)
Hazel 15 ( 19.0%) 18 { 23.1%) 33 (21.0%)
Other 0 0.0} 0o { 0.0) ¢ ( 0.0)

Pain mtensity was recorded prior to the first dose of study medication (i.e., recorded
immediately after surgery and prior to the first dose of study medication). Only 138 out
of 1537 patients had baseline pain intensity scores available. The mean pain intensity score
was 0.1 in both the Ketorolac and the Vehicle groups, reflecting the persistence of the
operative anesthetic. There were no meaningful differences between the treatment groups
in the distribution of patients in the different pain intensity categories. Results for
baseline pain intensity is presented in Table 13 below.

Table 13. Baseline Pain Intensity

Severity Category and Keto Vehicle Total
Descriptive Statistics {(N=79} {N=78) (N=157}

No pain 67 ( 94.4%) 63 { 94.0%) 130 [ 94.2%)
Mild Pain 3 ( 4.2%) 4 { 6.0%) 7 [ 5.1%)
Moderate pain 0 { 0.0%) 0 { 0.0%) 0 ( 0.0%)
Severe pain o ( 0.0%) 0 { 0.0%) 0 ( 0.0%)
Inteolerable pain 1 { 1.4%) 0 { 0.0%) 1 (0.7%)

N 71 67 138

Mean 0.1 0.1 0.1

5D : 0.51 0.24 0.40




Median
Min
Max

o]

<

[ )

2.3.2.2.3. Efficacy Results

The results reported in this section are based on ITT population. Results in PP and MITT
populations are consistent with those in ITT population,

Primary Endpoint

Maxim Pain Intensity during 1> 12-Hour Period

The median pain intensity score during the 1* 12-hour post-surgery period was 1.0 unit
fower in the Ketorolac group compared to the Vehicle group with a median score of 2.0
in the Ketorolac group and 3.0 in the Vehicle group. There was a significant difference in
the distribution of patients m the different pain intensity categories in favor of the
Ketorolac group (p < 0.001) There were fewer patients in the “severe pain’ to ‘intolerable
pain’ categortes in the Ketorolac group (43 0%, 34/79) compared to the Vehicle group
(87.2%, 68/78).Detailed Results for the maximum pain intensity during the 17 12-hour
period is presented in Table 14 below.
Table 14. Maximum Pain Intensity during 1*' 12-Hour Period

Ketorolac Vehicle P-value
N=79 N=78
n (%) n (%)
Pain Intensity Category
N 79 78 p<0000°
No Pain (11 4%) 0 (0.0%)
Mild Pain 25 (31.6%) 3 (38%)
Moderate Pain 11 (13.9%) 7 (9 0%)
Severe Pain 27 (34 2%) 52 (66.7)
Intolerable Pain 7 (8 9%) 16 (20.5%)
Pain Intensity Scores
Median 2.0 3.0
Mean 20 30
SD 122 067

a P-values calculated from CMH test for row mean score differences with modified ridits, stratified by

im estigator.

Secondary Endpoints

Maximum Pain Intensity in Later 12-Hour Periods

The median pain intensity scores during the 2" 3

, and 4™ 12-hour post-PRK surgery

periods (ie, 12 to 24 hours, 24 to 36 hours, and 36 to 48 hours) were lower in the
Ketorolac group (2.0, 2.0, and 2.0, respectively) compared to the Vehicle group (3.0, 3.0,
and 3.0, respectively). There was a significant difference in the distribution of patients in
the different pain intensity categories during the 2, 3™, and 4™ 12-hour post-PRK
surgery periods in favor of the Ketorolac group (p<0.001). There were fewer patients in
the ‘severe’ to ‘intolerable pain® categories in the Ketorolac group (45.6% [36/79]; 36.7%



[29/79]; and 35.4% [28/79], respectively) compared to the Vehicle group (73.1% [57/78];
70.5% [55/78]; and 61.5% [48/78], respectively). There were no significant differences
between the treatment groups in pain itensity recorded during the remaining 12-hour
periods {(p=0.518).

Time to First No Pain

Using the Wilcoxon rank sum test from a survival analysis, there was a significant
difference in cumulative incidence rates of time to first no pain in favor of the Ketorolac
group (p < 0.001). The median time 1o first no pain was achieved by 24 hours in the
Ketorolac group compared to 54 hours in the Vehicle group. Time to first no pain was

Ketorolac group, compared to 7.8% of patients in the Vehicle group. The Kaplan-Meier
Estimator for cumulative immcidence rates of first no pam is presented in Figure 2 below.
Figure 2. Kaplan-Mecier Estimator for Accumulated Incidence Rate of First No Pain
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Pain Relief

The Ketorolac group had greater pain relief than the Vehicle group during the 1% 12-hour
post-PRK surgery period, with a median pam rehef score of 3.0 compared to 4.0 in the
Vehicle group. There was a sigmificant difference in the distribution of patients in the
different pain relief categories in favor of the Ketorolac group (p < 0.001). There were
fewer patients in the ‘little’ and ‘no pain relief” categories in the Ketorolac group (46.2%,
36/78) compared to the Vehicle group (86.5%, 64/74). Results for pain relief at the 1% 12
hour pertod 1s presented 1n Table 15 below.

Table 15, Maximum Pain Relief in the First 12 Hour Period

Severity Category and Keto Vehicle Treatment
Descriptive Statistics (N=79} {N=78} P-value[a]
Complete pain relief 12 { 15.4%) 0 (0 0} <0.001




Great deal pain relief 16 { 20 5%) 1 { 1.4%)
Fair amount pain relaef 14 { 17.9%) 9 [ 12 2%)
Little pain relief 24 ( 30 8%) 29 ( 39 2%}
Ho pain relief 12 ( 15.4%) 35 ( 47.3%)
N 78 74

Mean 3.1 4 3

SD 1 32 0 74
Median 3.0 4.0

Min 1 2

Max 5 5

[a] P-values are from CMH test for row mean score differences wiath modified
ridits, stratified by investigator.

~ Pain rehief was also greater in the Ketorolac group during all remaining 12-hour post-

——=PR¥K=surgery-periods<{ize5up-to=1 08-hours-post=P RK=surgery)=The-medianpuinrrelief
scores during all remaining 12-hour post-PRK surgery periods except the 3 w period,
were lower in the Ketorolac group (3.0, 4.0,3.0,3.0,3 0, 2.0, 2.0, and 2.0, respectively)
comparced to the Vehicle group (4.0, 4.0, 4.0, 4 0, 4.0, 4.0, 4.0, and 4 0, respectively).
There was a significant difference in the distribution of paticnts in the different pain relief
categories during all remaining 12-hour post-PRK surgery periods in favor of the
Ketarolac group (p<0.002). There were fewer patients in the “little” and *no pain relief”
categories i the Ketorolac group (32.9% [26/79]; 59.5% [47/79], 48.1% [38/79], 38 0%
[30/797; 30.4% [24/79]; 27.8% [22/79]; 27.8% [22/79], and 27.8% [22/79], respectively)
compared to the Vehicle group (71.40% [55/77]; 70.5% [55/78]; 71.8% [56/78); 62.8%
{49/78]); 57.7% [45/78]; 55.1% [43/78]; 55.1% [43/78]; and 55.1% {43/78}, respectively).

Use of Escape Medication

During the 1" 12-hour post-PRK surgery pertod, significantly fewer patients m the
Ketorolac group (46.8%, 37/79) tock escape medication compared to the Vehicle group
(92.3%, 72/78; p < 0.001). Use of escape medication was also significantly lower during
the 2™ 3™ and 4™ 12-hour post-PRK surgery periods in the Ketorolac group (38.0%
[30/79], 41.8% [33/79], and 31.6% [25/79], respectively) compared to the Vehicle group
(67.9% [53/78], 65.4% [51/78], and 52.6% [41/78], respectively; p <0.006). There were
no significant differences in the use of escape medication durmg the remaining 12-hour
peniods (p 20.093). The number of patients using escape medication . —
=== per | 2-hour post-PRK surgery periods is summarized in Table 16 below.
Table 16. Number of Patients Using Escape Medication

12-Hour Periods Ketorolac Vchicle P-value®
Post-Surgery N=79 N=78
n (%) n (%)
N® 79 78
1" 12-hour (0 to 12) 37 (46.8%) 72 (92 3%) p <0001
2™ 12 hour (12 to 24) 30 (38.0%) 53 (67.9%) p <0.001
3™ 12-hour (24 10 36) 33 (41.8%) 5t (65.4%) 0.004
4™ 12-hour (36 to 48) 25(31.6%) 41 (52.6%) 0.006
3" 12-hour {48 to 60) 24 (30.4%) 15(i9.2%) 0.093
6™ 12-hour (60 to 72) 9 (11.4%) 7 (9.0%) 0.595
7™ 12-hour (72 to 84) 1(13%) 0 (0.0%) 0289
8™ 12-hour (84 to 96) 1 (1.3%) 0 (0.0%) 0289
9" 12-hour (96 to 108) I (1.3%) 0 (0.0%) 0289

u P-values calculated from CMHH test for general association using table scores, stratified by investigator
b 1f a patient did not record use of escape medication during a §2-hour post-PRK surgery period, then “no vse’ was
imputed for that peried. Thus the N remained constant over the 12-hour post-PRK surgery periods
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During the 1™ 12-hour post-PRK surgery period, fewer tablets of escape medication were
used in the Ketorolac group {(median = 0.0 tablets) compared to the Vehicle group
(median = 2.0 tablets). There was a sigmificant difterence in the distribution of the
number of tablets of escape medication used by patients in favor of the Ketorolac group
(p < 0.001). Fewer patients in the ketorolac group (29.1%, 23/79) reported using 2 tablets
or more compared to the Vehicie group (76 9%, 60/78). The total number of tablets taken
during each 12-hour period was summanzed in Table 17 below.

Table 17. Total Number of Tablets Taken during the 1* 12-Hour Period

Number of Tablets and Keto Vehicle Treatment
Cezscriptive Statistacs (N=79)} {N=78) P-value [a]
Non ——42—{—-53 2%} {2 _1%) 3001

I tablet 14 ( 17.7%) 12 { 15.4%)

2 tablets 20 { 25.3%) 31 { 39.7%)

Z tablets i ( 3.8%) 22 ( 28.2%)

<4 o ¥ more tablet 0 ([ 0.0} 71 9.0%)

N 79 78

Ma2an 0.8 2 2

2 0.85 1.17

M=dian 00 20

MIn Q Q0

Mz 3 6

2} P- values are from CMH test for row mean score differences with modified
rzdits, stratified by investigator.

The median number of'tablets used during the 2™, 3" | and 4™ 12-hour post-PRK surgery
periods (ie, 12 to 24 hours, 24 to 36 hours, and 36 to 48 hours) was lower in the
Ketorolac group (0.0, 0.0, and 0.0 tablets, respectively) compared to the Vehicle group
(1.0, 1.0, and 1.0 tablets, respectively). Therc was a significant difference in the
distribution of the number of tablets of escape mcdication used by patients in favor of the
Ketorolac group (p<0.010). Fewer patients in the ketorolac group (11.4% [9/79]; 22.8%
{18/79]; and 7.6% [6/79], respectively) reported using 2 tablets or more compared to the
Vehicle group (25.6% [20/78]; 42.3% [33/78] and 9.0% {7/78], respectively).

Using the Wilcoxon rank sum test from a survival analysis, there was a significant
difference in cumulative incidence rates of time to first use of escape medication n favor
of the Ketorolac group (p < 0.001). The median time to }* use of escape medication
occurred by 18 hours in the Ketorolac group, compared to within the 1% 6 hours in the
Vehicle group. The first use of escape medication occurred within the 1% 12-hour post-
PRK surgery period for 46.8% of patients in the Ketorolac group compared to 92.3% of
patients in the Vehicle group. The Kaplan-Meier estimator for cumulative incidence rates
of time to first use of escape medication is presented in Figure a.2 in Appendix A.

Ocular Symptom

At day | (approximately 24 hours post-PRK surgery), the median severity scores for
foreign body sensation, photophobia, burning/stinging, and tearing, were lower in the
Ketorolac group (2.0, 2.0, 1.0 and 2.0, respectively) compared to those in the Vehicle
group (3.0, 3.0, 3.0 and 3.0, respectively). For these ocular symptoms, at day 1, there was
a significant difference in the distribution of patients in the different ocular symptom
severity category in favor of the Ketorolac group (p<0.005). There were fewer patients in
the ‘moderate’ to ‘severe’ categories in the Ketorolac group compared to the Vehicle
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group. There were no significant differences between treatment groups for these ocular
symptoms at the other visits (p20.073). For the ocular symptom, itching, there were no
significant differences between treatment groups at any of the visits during the treatment

period {p=0.444). There were no notable differences between treatment groups for any of
the ocular symptoms during the post-treatinent period.

2.3.2.2.4. Results across Centers and Subgroups

There were no significant treatment-by-center interactions in the analyses of pain
intensity and escape medication. There was a significant treatment-by-center interaction

in the analysis of pain relief duning the 15 and the 4™ 12-Tiour post-PRK surgery period (p =
<0.055). For study stte # 3755, a larger proportion of patients in the Ketorolac treatment

group reported little or no pain relief in the 1*' 12-hour period post-PRK (3/5 (60%) in

Ketorolac group and 1/4 (25%) in Vehicle group). For all other investigators, a much

larger proportion of patients in the Vehicle treatiment group reported little or no pain

relief in the 1™ 12-hour post-PRK surgery period.

Per FDA's request, subgroup efficacy analysis was pertormed after excluding patients
from study site # 3508 to determine the effect of this center’s data on the results of the
study. The results of the analyses of the pnmary, as well as secondary efficacy vanables
excluding data from study site # 3508 were similar to those obtained in the analyses
imcluding data from this site, indicating no sigmficant impact of this site’s data on the
averall results of the study

2.3.3 Reviewer’s Comments--Additional Information for Pain Intensity

The primary endpoint for both Studies 191578-002 and 191578-003 was maxumum pain
intensity during the first 12 hours post treatment. In both studies, pain intensity was
recorded immediately before each dose of = and escape medication. Since
escape medication was adnunistrated as needed and the treatment medication was not
administrated strictly according to the label mstruction by patients (3 hours post-
operatively, and then every 4 hours while awake), there 1s a big vanation in the number
of pain intensity records among patients: the range was 0 to 10 in Study 191578-002 and
1 to 9 in Study 191578-003. Since a patient with more pain measurement indicates more
intolcrable pain through the 12 hour time course than a patient with fewer pain
measurements and with the same maximum pain, the following analyses were done to
supplement the primary endpoint analyses (maximum pain intensity in the 1* 12 hour
period): frequency of dosing and maximum pain n finer time intervals,

. Frequency of Dosing. The frequency plots for the number of doses administrated by
treatment are presented in Figures 3-6 below. In both studies, Ketorolac group
administrated medicine less frequently than the Placebo group (p<0.0001). In both
studies, the median number of dosing for the Ketorolac group and Vehicle groups
were 3 and 5, respectively.



Figure 3. Dustribution of Dosing Frequency in Ketorolac Group
during the 1st 12 Hour Period (Study 181578-002)
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during the 1st 12 Hour Peniod {Study 191578-003)
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This reviewer breaks the 12-hour period into smaller time intervals as 0-3 hours, 3-6
hours, 6-9 hours and 9-12 hours, and then check the consistency of the trend of the
maximum pain intensities in these smaller time intervals vs. that of the 12-hour
pertod: This analysis is exploratory without any imputation. Tables 18 and 19 below
presents information for maximum pain intensity within each time interval. In both
studtes, the mean maximum pain intensities of the Ketorolac group were numencally
lower than those of the Vehicle group except in the 0-3 hours interval. During the 0-3
hour period, there was a substantial amount of unavatlable data in the Ketorolac
group 1n both studies. This is due to the fact that most patients did not use any escape
medication or study medicine in the Ketorolac group during this period, which in a
way support the efficacy of Ketorolec.

Table 18. Maximum Pain Intensity within 3-Hour Intervals during the 1¥ 12 Hours

(Study 191578-002)
N

Time Pertod Treatment Mean Pain SD
Intensity

! 0-3 Hours Ketorolac 24 (31%) 2.38 097

: Placebo 53 (67%) 219 0.86

! 3-6 Hours Ketorolac 65 (84%) 1.22 i 05

i Placebo 69 (87%) 2.61 093

6-9 Hours Ketorolac 71 (92%) 1.20 1.04

Placebo 74 (94%) 247 0 86

9-12 Hours Ketorolac 60 (78%) 1.52 113

Placebo 61 {(77%) 238 0.99

Table 19. Maxtmum Pain Intensity within 3-Hour Intervals during the 1¥ 12 Hours

(Study 191578-003)

, Time Penod Treatment N Mean Pain SD
| Intensity

E 0-3 Hours Ketorolac 18 (23%) 2.67 114

Placebho 50 (64%) 2.42 0.70

3-6 Hours Ketorolac 73 (92%) 1.18 1.06

Placebo 75 (96%) 2.61 0.77

6-9 Hours Ketorolac 75 (95%) 1.33 1.21

Placebo 72 (92%) 2.51 " 086

9-12 Hours Ketorolac 66 (84%) 1.35 116

Placebo 69 (88%) 2.35 098

The results in the above analysis generally support the finding in the primary endpoint.
But due to the uncontrolled use of escape mediation, even with supportive result from use
of escape medication (see table and figures), the effect of treatment medications can not
be fully evaluated with separation from that of the escape medication.

Ketorolac has demonstarted superiority to Vehicle in terms of maximum pain intensity

2.4. Final Conclusion

during the first 12 hour period post PRK surgery in both Studies 191578-002 and
191578-003. The superiority of Ketorolac is also supported by secondary findings in

maximum pain intensity during the subsequent 12 hour periods post PRK surgery, first
time to no pain, pain relief, use of escape medication, severity of ocular symptoms and

2]




the results of subgroup analyses requested by FDA (excluding center 3753 in Study
191578-002 and excluding center 3508 in Study 191578-003}.

APPEARS THIS WAY
ON ORIGINAL
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Cumulative Incldencoe R

Figure a.1. The Kaplan-Meicr Estimator for Cumulative Incidence Rates of
First Use of Escape Medication (Study 151978-002)
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Curmutative Incikdence Rate

Figure a.2. The Kaplan-Meier Estimator for Cumulative Incidence Rates of

First Use of Escape Medication (Study 191578-003)
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Appendix B, Tables

Table b.1 Ocular Symptoms (Study 191578-002)

Ocular Symptoms

Severity Category and
Descriptive Statistics

Keto
(N=77)

Vehicle
{N=79)

Treatment
P-valuela]

Foreign

Sody Sensation

Photophobia

Burning/Stinging

Tearing

Itching

None
Trace
Mild
Mederate
Severe
N

Mean
sSD
Median
Min
Max
None
Trace
Mild
Moderate
Severe
N

Mean
SD
Median
Min
Max
None
Trace
Mild /
Moderate
Severe
N

Mean
sD
Median
Min
Max

None
Trace
Mild
Moderate
Severe
N

Mean
SD
Median
Min
Max

None
Trace

Mild
Moderate
Severe

N

Mean

SD
Median
Min

Max

16 { 20.8%)
11 { 14.3%)
24 { 31.2%)
21 ( 27.3%)
5 | 6.5%)

Ll |
L |
[+

{ 11.7%}
{ 7.8%)

2 ( 2B.6%)
2 { 28.6%}
8 { 23.4%)
7

.4
.26
.0

OoW N S H NN D e O

[\
v}
(&
o
41
L

11 ( 14.3%)
7 ( 8.1%)
19 ( 24.7%}
23 ( 29.9%)
17 { 22.1%)
77

2.4

.32

.0

[

7 { 74.0%)
2 { 15.6%)

{ 6.5%)
{ 3.9%)
{ 0.0}

7

.4

.78

.0

W OoOOoOO0o oW HADS O W

11 { 14 1
5 77
13 { 16.7
26 { 33.3
22 ( 28.2
78

.5

.38

.0

 7.7%)
( 1 3%)
23.1%)
33.3%)
314.6%)

o~ oy
w

[or g ol
w“

~J

21.8%)
9.0%)

26.9%)
19.2%}
23.1%)

oW W in =
—_ e -

{ 2.6%)
( 9.0%)
1 { 14.1%)
T { 34.6%)
1 ( 39.7%)
8

a { 76.9%)
9.0%)

5.1%)
6.4%)
2.6%)

B DO O CNdNWN S JO B OWHW JWRNE SRS O N HBD G 2O WHNDRNNE 28O W N

<0.001

0.018

0.002

0.001

C 756

[N

[a] P- walues are from Cochran- Mantel- Haenszel test for row mean score
differences with modified ridits, stratified by investigator.



Table b.2 Ocular Symptoms (Study 191578-003)

Visit Severity Category and Keto Vehicle Treatment
Descriptive Statistics (N=79} {N=78) P-value (a)
Foreign None 17 { 21 5%) 10 ( 12.8%) 0.005
Body Sensation Trace 12 ( 15.2%) S { 6.4%)
Mild 19 ( 24.1%) 20 ( 25.6%)
Moderate 26 { 32.9%) 26 { 33.3%}
Severe 5 { &.13%) 17 ( 21.8%)
N 79 78
Mean 198 2.4
SD 1 26 1.27
Median 2.0 3.0
Min 0 a
Max 4 4
Photophobia None 10 { 12.7%) 2 { 2.8%) <0 001
Trace 9 ( 11.4%) 3 { 3.8%)
Mild 23 ( 29.1%) 11 { 14.1%)
Moderate 24 ( 30.4%) 38 [ 48.7%)
Severe 13 ( 16.5%} 24 ( 30.8%)
N 79 78
Mean 2.3 3.0
5D 1.24 0.92
Median 2.0 3.0
Min o} o}
Max 4 4
Burning/Stinging None 26 [ 32.9%) 15 ( 19 2%) <0 001
Trace 16 ( 20.3%) 9 { 11.5%)
Mild 14 ( 17.7%) 13 { 16.7%)
Moderate 21 { 26.6%) 23 ( 29.5%)
Severe 2 { 2,5%) 18 ( 23 1%)
N 79 78
Mean 1.5 23
SD 1.27 1.44
Median 1.0 3.0
Min Q 0
Max 4 4
Tearing None 24 ( 30.4%) 11 ( 14.1%) 0.004
Trace 6 ( 7.6%) 4 { 5.1%)
Mild 12 ( 15.2%) 10 { 12.8%)
Moderate 22 ( 27.8%) 31 { 39.7%)
Severe 15 ( 13.0%) 22 { 28.2%)
N 79 78
Mean 2.0 2.6
5D 1.54 1.33
Median 2.0 3.0
Min 0 v
Max 4 4
Itching None 80 ( 75.9%} 58 ( 74.4%) 0.715%
Trace 6 ( 7.6%) 5 { 6.4%)
Mild 5 { 6.3%} 7 ( 9.0%)
Moderate 7 ( 8.9%} 6 { 7.7%)
Severe 1 ( 1.3%) 2 { 2.6%)
N 19 78
Mean 0.5 Q.6
sD 1.04 1.10
Median 0.0 0.0
Min 0 0
Max 4 4

{al] P- values are from Cochran- Mantel- Haenszel test for row mean score

differences with modified ridits,
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stratified by investigator.
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This is a representation of an electronic record that was signed electronically and
this page is the manifestation of the electronic signature.
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