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1.0 StUuDY PROGRESS

Clinical data summarized in this annual report are for those subjects whose data are entered in the
database as of October 1, 1998. The database has been reviewed for obvious errors and omissions
but the data is otherwise unaudltcd Individual summaries of the study progress for NEV-97-001
and Substudy NEV-97- 002 are provided below.

1.1 PROTQLOL NEV-97-002 -- LASIK for Myopia with or without
Astigmatism (-0.5 D to -22.00 D sphere; 0 to -7.0 D cylinder)

A. STATUS: Ongoing

B. NUMBER OF INVESTIGATORS: Two
This remains a single site study which is being conducted by the joint sponsor-
investigators:

Herbert J. ‘\Iewas \1 {1

Anita Nevyas- -Wallace, M.D.

Delaware Valley Laser Surgery Institute
333 City Line Avenue

Bala Cynwyd, Pennsylvania 19004

Telephone: (610)-668-2777
FAX: (610)-668-1509

A NUMBER OF SUBJECTS ENROLLED:

1. Number of Subjects Enrolled: 95 Subjects (Low Myopia < -7.0 D)
46 Subjects (High Myopia > -7.0 D)
10 Subjects (Pre-IDE Enhancements)

. First Date of Enrollment: August 28, 1997
D. NUMBER OF DEVICES SHIPPED:

Not Applicable. The device was assembled on-site at Nevyas Eye Center. No

additional devices have been shipped or assembled.
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E. SUMMARY OF CLINICAL RESULTS
A prcliminaljr accountability table for 230 eyes that have undergone a single

treatment is provided in Table [.1.E-1 below.

Table 1.1.E-1: Accountability

Page 4

- 1Month | 3Months | 6Months | 9 Months* | 12 Moanths
Completed Visit 168 - 1 186 80 8 7
Missed Visit bug 30 6 6 3 0
Completed Later Visit
Discontinued 0 | 0 0 0 0
Not Eligible for 19 50 127 209 223
Interval 1
Missed Visit and No 13 18 17 0 0
Data at Any Later Visit
TOTAL EYES %0 | 20 | I 230 2
Totl Eligible For Visit | 211 | . 180 | 21 7
% Accountability 93.8% | 899% | 83.3% 100.0% 100.0%

* The 9-month postop visit is an optional visit.

Accountability was calculated using the following formula:

% Accountability =

The accountability is based on data entered int

Outstanding visit data are sdll being obtained from co-management doctors and the

Completed Visit + Missed Visit but Completed Later Visit

(Enrolled — Discontinued — Not Yet Eligible)

o the database as of October 1, 1998.

investigative site and entered into the database in preparation for analyzing and
submitting the data from this study for the PMA. The declining accountability at 3

and 6 months is due to outstanding data and patients who are el

postoperative visits but are still within the visit window for completing the visit.

Refractive stability was analyze

and/or 9 months as well as for those eyes that have sequential MRSE data at L 3

igible for these

d for eyes that have manifest refractions at 1. 3,6,
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and 6 months. Refractive stability is defined as a change in MRSE of 1 diopter or

less in manifest spherical refractions that are performed at least 3 months apart (or at

the specified interval). Table 1.1.E-2 summarizes the refractive stability for eyes

that have postoperative visit data for the interval specified but not necessarily for the

entire range of intervals (e.g., may have 1 and 3 month data but not 3 and 6 month

data). These data are provided to show the refractive stability across the visit

intervals for the entire set of eyes. Refractive stability for a subset of eyes that have

v A_s,@:qucntial MRSE data at 1, 3, and 6 months is shown in Table 1.1.E-3.

Table 1.1.E-2: Stability of MRSE for all Eves with Visit Data for the Specificd Interval

Change in MRSE 1 and 3 Months ‘ 3 and 6 Months 6 and 9
Months
o - | a8 L B /N %
<1.00D 120/127 | 94.5% 67/73 91.8% 13/15 | 86.7%
Mean Difference | -0.201 | 141 -0.667
Sud. Dev. s | 55 0.605
C.L (for the mean) | 0.121 | 29 | 0.335

Table 1.1.E-3: Stability of MRSE for All Eves with Sequential Data at 1, 3 and 6 Months

—

1 and 3 Months

ﬂ—_

3 and 6 Months

/N : %

For those eyes that h

1 %
<1.00D | 5259 88.1% 54/59 91.5%
Mean Difference -0.227 -0.137
Std. Dev. 0.651 0.541
C.L (for the mean) 0.170 | 0.141

ave sequential dataat 1,3,and 6 months, approximately 88%

are stable by 3 months and nearly 92% are stable at 6 months. These data are

slightly below the FDA guidance which recommends that at least 95% of eyes reach

refractive stability. In both the sequential data subset an

eyes that did not achi

astigmatism except for one eye in each

d the data for all eves, the

eve stability were all high myopes that were treated for myopic
group. These eyes all had an improvement
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in their refractions of 1.123 to 1.625 diopters between the 3 and 6 month visits.
We expect these eyes to reach refractive stability at the next scheduled visit. We
would also expect the percentage of eyes that reach stability to increase at 6 months
when more patients who were stable at 3 months reach their 6 month postoperative

~ visit.

Key safety and efficacy variables for the 230 eyes that have undergone a single

y 4 {;ceatment (no retreatments) are summarized in Attachment 1.1.E-1. The “N” that is
uscd for calculating percentages is the actual number of patients completing each
visit because the study is not complete and data are being added to the database on
an ongoing basis. By 3 months postop, 94.5% of the total eyes analyzed had
reached refractive stabilitv. The tables are stratified by preoperative MRSE at 3
months postoperatively (the point of stability for the overall group) to provide the
most information about the safety and efficacy of Nevyas Excimer Laser for the
treatment of myopia/myopic astigmatism. The summaries for uncorrected visual
acuity are presented both with and without the monovision patients included in the

analysis.

A comparison of the 3 month postoperative data for the Nevyas Excimer Laser with
the FDA’s LASIK guidance recommended criteria for low myopia (< 7 diopters)
and proposed criteria for high myopia (> 7 diopters) that were issued for discussion

on October 21, 1997 is summarized in Table 1.1.E-4 below and includes

parameters for safety as well as efficacy.
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Table 1.1.E-4: Comparison of LASIK Safetv and Efficacy Criteria at 3 Months Postoperatively.

Parameter LASIK LASIK ‘Nevyas Excimer Laser
Low Myopia| High Myopia 3 Months Paestop
Percentage of eyes with UCVA of
20/40 or better if BSCVA 20720 or 85% 15% 87.1% Low Myopia
better preoperatively* 74.2% High Myopia
Percentage of eyes achieving
refractive predictability (attempted
Versus au:hi;ved) that are within:
+050D 50% 30% 71.3%  Low Myopia
37.1% High Myopia
+1.00D 3% 60% 85.1% Low Myopia
61.3% High Myopia
+2.00D NA 90% 98.9% Low Myopia
82.3% High Myopia
Percentage of eyes losing more than 0.0% Low Myopia
2 lines of BSCVA < 3% <35% 0.0% High Myopia
Percentage of eyes that have BSCVA - 0.0% Low Myopia
worse than 20/40 if BSCVA 20/20 or < 1% < 1% 0.0% High Myopia
better preoperatively

*Nevyas Excimer Laser data not stratified by preoperative UCVA

The 3 month postoperative data for eyes treated for low myopia surpasses the LASIK

safety and efficacy criteria for low myopia. The high myopia data nearly meet the FDA

criteria for UCVA without stratifying for preoperative BSCVA. The percentage of

high myopia eyes that are within + 0.50 D and + 1.00 D of the

achieved refractions is greater than the proposed recommendatio

attempted versus

ns for high myopia.

The percentage that are within + 2.00 D is lower than the high myopia

recommendations but is expected to improve

myopia eyes that have an UCV A of 20/40 or better.

F. PROTOCOL DEVIATIONS:

Patient accountability is provided in Table 1.1.E-1 above. Outstanding

over time as are the number of high

No other

follow-up visit

information is still being collected from the co-management doctors.

protocol deviations were reported.
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G. SUMMARY OF COMPLICATIONS AND ADVERSE EVENTS:
Complications and adverse events that occurred in the study are summarized in the tables
below. The only reported complications were related to the microkeratome and creation of
the corneal flap during the LASIK procedure. Of the 5 reported microkeratome-related
complications, there were 2 reports of an irregular flap, 1 report of a torn hinge, and 2

reports of an incomplete traverse of the microkeratome.

Table 1.1.G-1:"Eomplications Summary Table

COMPLICATION Inwa- 1 Month | 3 Months | 6 Months | 9 Months 12

operative : /N (%) N (%) wN (%) /N (%) | Months
wN(%) | N=168 | N=136 N=80 | N=18 | wN (%)
=230 | | N=7

Comeal edema between 1 weekand 1 | 0(0.0%) T 000%) |0(00%) |0(0.0%) |0(0.0%) |0(0.0%)
month after the procedure 1-

Peripheralcomealepithclialdcfccta[l 0 (0.0%) 20(0.0%) 0(0.0%%) 0 (0.09%) 0(0.0%) | 0(0.0%)
month or later _}

Epithelium in interface |0000%) {000%) [0©0% |0(00%) |000%) |0(00%)

Foreign body sensation at 1 month or { 0 (0.0%) ' 0(0.0%) |0(0.0%) 0(0.0%) | 0(0.0%) 0 (0.0%)
later '

|
Pain at | month o later |000%) |0©00%) |000%) |000%) |000%) 0 (0.0%)

Ghost/double images in the operative iO(0.0“?‘c'} 50(0.0%) 0(0.0%) 0 (0.0%) 0 (0.0%) O(Q.O%)
eve

Flap is not of the size and shape as s ] ) (0.05%) L0 (0.0%) 0(0.0%) | 0(0.0%) 0 (0.0%)
initially intended or microkeratome :
stopped in mid-cut

TOTAL | | 0000%) | 0(0.0%) | 00.0%) | 0(00%) 0 (0.0%)

N = number of eyes completing the postoperative Visit
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Table 1.1.G-2: Adverse Events Summary Table

ADVERSE EVENT 1 Month 3 Months | 6 Months | 9 Months | 12 Months

N (%) /N (%) /N (%) /N (%) /N (%)

N=168 N=156 N =80 N=18 N=7
Cormneal infiltrate or ulcer 00.0%) 0 (0.0%) 0 (0.0%) 0 (0.0%) 0 (0.0%)
Any comneal epithelial defect involving the 0(0.0%) 0(0.0%) 0 (0.0%) 0 (0.0%) 0 (0.0%)
keratectomy site at >1 mo.
Corneal edema at 1 month or later (specify 0(0.0%) 0(0.0%) 0 (0.0%) 0 (0.0%) 0 (0.0%)
flap or bed),
Epithelium in the interface 0(0.0%) 0 (0.0%) 0 (0.0%) 0 (0.0%) 0 (0.0%)
Lost, misplaced, or misaligned flap 0(0.0%) 0(0.0%) 0(0.0%) | 0(0.0%) 0 (0.0%)
Melting of the flap 0i00%) |0(00%) |0(0.0%) |[0(0.0%) |0(0.0%)
Uncontrolled IOP with increase of >5 mm 00.0%) 0 (0.05%) 0 (0.0%) 0 (0.0%) 0 (0.0%)
Hg above baseline and any reading >25 mm
Hg
Last onset of haze beyond 6 months with 00.0%) 0(0.0%) 0 (0.0%) 0 (0.0%) 0(0.0%)
loss of 2 lines (10 letters) or more BSCVA -
Decrease in BSCVA of > 10 letters not due 00.0%) 0(0.0%) 0 (0.0%) 0 (0.0%) 0 (0.0%)
to irregular astigmatism :
Retinal detachment [000%) |o0w0%) [0©0%) |000%) |000%)
Retinal vascular accidents l 010.0%) 0 (0.0%) 0 (0.0%) 0 (0.0%) 0(0.0%)
TOTAL [000%) |000%) |0(00%) [000% |0(00%)

N = number of eyes completing the posioperative visit
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1.2 Substudy NEV-97-002: Changes in Contrast Sensitivity in Patients
Undergoing LASIK Treatment with the Nevyas Excimer Laser

A. Substudy to Protocols:  NEV-97-001 (Myopia/Myopic Astigmaﬁsm)
B. STATUS: Not Started

C.\ NUMBER OF INVESTIGATORS: Two
This remains a single site study which is being conducted by the joint sponsor-
investigators: _

Herbert J. Nevyas, M.D.

Anita Nevyas-Wallace. M.D.

Delaware Valley Laser Surgery Institute
333 City Line Avenue

Bala Cynwyd, Pennsylvania 19004

Telephone: (610)-668-2777
FAX: (610)-668-1309

D. NUMBER OF SUBJECTS ENROLLED:
1. Number of Subjects Enrolled 0

E. NUMBER OF DEVICES SHIPPED:
Not Applicable. The device was assembled on-site at Nevyas Eye Center. No
additional devices have been shipped or assembled.

F. SUMMARY OF CLINICAL RESULTS
A validation of the glare source was performed by the manufacturer of the glare tester
(Stereo Optical). Upon review of the data, FDA believed the glare source of 2 lux to

be too bright. Validation using a glare sources with a smaller lux is underway.

G. PROTOCOL DEVIATIONS
Not applicable

H. SUMMARY OF COMPLICATIONS AND ADVERSE EVENTS:
Not Applicable :
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2.0 RISK ANALYSIS
The risk analysis remains unchanged from that submitted with the original IDE. There are no

emerging complications or adverse events that alter the risk analysis. The adverse event and

complication rates remain low (<1.0%).
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